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RE: ANDA Suitability Petition
: Propofol Injectable Emuision 1%, 10 mg/mL

, Formulation Containing 0.025% Sodium
I Metabisulfite’

A ANDA Suitability Petition

The undersigned submits this Suitability Petition (the “Petition”) under the provisions of
~ the Federal Food, Drug and Cosmetic Act, Section 505(j)(2)(c) and 21 CFR §314.93 to
request the Commissioner of Food and Drugs to allow submiission of a supplement to
an abbreviated new drug application (ANDA) for Propofol Injectable Emulsion 1% with

0. 025% Sodium Metabisulfite in a strength of 2000 mg/200 mL., single use vial.

A. Action Requested

The Petitioner requests that the Commissioner of Food and Drugs permits a change in
the total drug content (strength) to allow for submission of suppiement to an
abbreviated new ‘dr_ug,appiication (ANDA) for Propofol Injectable Emulsion 1% with
0.025% Sodium Metabisuifite in a strength of 2000 mg/200 mL, smgte use vial. The
basis of the Petition is the reference listed drug product, Diprivan®, marketed by the-
1 innovator, AstraZeneca, which is available in four (4) presentations: 200 mg/20 mL

L single use ampoule, 500 mg/50 mL and 1000 mg/100 mL single use vials, and

P g 500 mg/50 mL single use prefilled syringe. AstraZeneca received approval of NDA 19-
% % 627 on June 11, 1996, for Diprivan® (propofol injectable emulsion 1%).
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B. Statement of Grounds

The subject of the Petition for Propofol Injectable Emulsion 1% with 0.025% Sodium
Metabisulfite is to permit a change in the total drug content (strength). The reference
listed drug product, Diprivan®, marketed by the innovator, AstraZeneca, received

approval of NDA 19-627 on June 11, 1996, and is available in the four (4)
aforementioned sizes. '

Gensia Sicor's proposed drug product will be packaged in a single use vial at the same
concentration, 10 mg/mL., as the reference listed drug product, but in a different
strength of 2000 mg/200 mL.

(Proposed)
item Gensia Sicor’s AstraZeneca'’s Diprivan®
Propofol injectable Propofol Injectable Emulsion 1%
Emuision 1% . . - :
Dosage Form : Sterile Emulsion ’ Sterile Emulsion
Route of Administration intravenous Intravenous
Drug Concentration ' 10 mg/mL 10 mg/mL
' 20 mL
1 Volume 200 mL 50 mL
100 mL
200 mg/20 mL. Ampoule
) 500 mg/50 mL Vial
‘Total Drug Content 2000 mg/200 mL. Vial
¢ g a 500 mg/50 mL Syringe
1000 mg/100 mL Vial
, 20 mL Single Dose Ampoule
. . . 50 mL. Single Dose Vial
How Supplied 200 mL Single Dose Vial 50 mL Single Dose Syringe
100 mL Single Dose Vial

The larger vial size will provide the practitioner with a wider range of dosing flexibility,
espacially for patients receiving the product in an Intensive Care Unit (ICU”) setting.
Additionally, the proposed larger vial size more closely supports an ICU conscious
sedation regimen based on a typical range of adult patient body weights. The proposed
drug may provide a reduction in hazardous waste disposal and cost for the course of
therapy. The subject drug is intended for use only as described in the Indications and
Dosage and Administration sections of the draft package insert appended in
Attachment 1. Please note that Gensia Sicor is aware of the recent Diprivan labeling
guidance dated February 2001, and have been in discussions with Mr. Don Hare,
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Special Assistant, Office of Generic Drugs, and with Mr. Jeen Min, Project Manager,
Office of Generic Drugs, with regard to the pediatric exclusivity granted to AstraZeneca
in relation to this labeling guidance. Mr. Hare advised that Gensia Sicor not revise the
generic labeling pursuant to the labeling guidance at this time, because of the relation
of the Iabeimg to the pediatnc exclusivity granted to AstraZeneca. Therefore, Gensia
Sicor's draft package insert is appended based on the package insert for Diprivan®
(Prcpofof !n;ectabse Emulsion 1%) dated August 1999, since the FDA has not settled
the issue about the pediatric claim and impact of the pediatric exclusivity. To sf..spnnrf

this Petition, a Medical Rationale for the proposed product strength is provided in
Attachment 2.

Appended in Attachment 3 is the package insert for AstraZeneca’s, Diprivan® (propofol
injectable emuision 1%). Gensia Sicor's labeimg for the proposed drug is essentially
identical to that of AstraZeneca’s, Diprivan® (propofol injectable emulsion 1%), but

differs only with respect to the description of the product, product name, preservative,
the how-supplied statement, and the specific manufacturer's information.
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C. Environmental impact

In accordance with 21 CFR §25.24(c)(1), an Environmental Impact Analysis Statement
is not required if there is a determination that Propofol Injectable Emulsion 1% with
0.025% Sodium Metabisulfite is suitable for ANDA status.

D. Certificaﬂon

The undersigned certifies that, to the best knowledge and belief of the undersigned, this
Petition includes all information and views on which the Petition relies, and that it
includes representative data and information known to the Petitioner which are
unfavorable to the Petition.

We trust you will find the information in thé Petition to be satisfactory for your review

and approval. Should you have any questions or require further clarification, please
contact me at (949) 457-2808.

Sincerely,
Yoeo l. o O- M

Rosalie A. Lowe
Director, Regulatory Affairs

SAPRO75 102\Petitions\200 mi. product.doc
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Attachment 1
Draft Package Insert for Gensia Sicor’s

Propofol Injectable Emulsion 1%
containing 0.025% Sodium Metabisulfite
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PROFESSIONAL INFORMATION BROGHURE

INJECTABLE EMULSION FOR IV ADMINISTRATION

DESCRIFTION
DIPRIVAN Injectable Emuision is a sterile, nonpyrogenic omubkm containing 10 mg‘mi_ef propoiol sultable for intravenous
administration. Propofot is chemically described as 2,6- dilsopropylp !l gng has lecular weight of 178.27. The structural and
molecular formulas are:
OH
{CHy)z CH CH (CHa)

CizHpO

Propofol is very siightly soluble in water and, thus, is formulated in a white, oil-in-water emuision, The pKa is 11. The octanol/water
pariition cosfficient for propofol is 6761:1 atapﬁofs-ss‘l_nnﬁdﬁcnwmamecompm nt, propofol, the formulation also contains
4 noybean off {100 mg/mL), givoerot (22.5 mg/mL), egy lecithin {12 mg/ml), and disodivm edetate (0.005%); with sodium hydroxide to adjust
pH. The DIPRIVAN injectable Emulsion s isotonic and has 8 pH of 7-8.5.

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING, DIPRIVAN INJECTABLE EMULSION IS A
SINGLE-USE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE RATE OF GROWTH OF
MICHOORGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPRIVAN INJECTABLE EMULSION
CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS IT IS NOT AN ANTIMICROBIALLY PRESERVED PRODUCT UNDER
USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECHNIGUE MUST STILL BE ADHERED TO. DO NOT USE IF CONTA»EENAT@ON
I8 SUSPECTED. DISCARD UNU&ED PORTIONS AS DIRECTED WITHIN THE REQUIRED TIME LIMITS (SEE DOSAGE AN
ADMINISTRATION, HANDUNG PROCEDURES), THERE HAVE BEEN REPORTS IN WHICH FAILURE TO USE ASEPYIC ?EC&‘N&QUE
WHEN HANDLING DIPRIVAN INJECTABLE EMULSION WAS ASSOCIATED WITH MICROSIAL CONTAMINATION OF THE PRODUCT
AND WITH FEVER, INFECTION/SEPSIS, OTHER LIFE-THREATENING ILLNESS, AND/OR DEATH.

CLINICAL PHARMACOLOGY

General: DIPRIVAN Injectable Emulsion is an intravenous sedative-hypnotic agent for use in the induction and maintenance of
anegthesia or sedation. intravenous. injection of & therapeutic dose of propofel prockices hypnosis rapidiy with minimal exoitation, usually
within 40 seconds from the start of an injection {ihe time for one arm-brain circulation). As with other rapidly acting intravenous anesthetic
agernts, the halltime of the blood-braln equiibration Is approximately 1 to 3 minutes, and this accounts for the rapld induction of anasthesia.

ﬁmmnaodymm!cs Phammacodynamic properties of propofol are dependent upon the therapeytic blood propofol. concentrations.
Steady etate propofol biood concentrations are generally proportional to infusion rates, especially within an individual patient, Undesirable
side alfects such as candicrespiratory deprassion are likely to occur a2 higher blood concentrations which resuit from bolue dosing of rapid
:?cmna in infusion rate. An adequate intervai (310 5 mimms) must ba allowed between clinical dosage adjustments in order fo assess

hemdymmic aﬁocts of DIPR!VAN Injectable Emuision during induction of ancsthaaia vary. if sportaneous ventilation is maintained,
the major cardiovascular effdets are arterial’ bypotenslnn {sometimes greater than a 30% decrease) with iitle or no change in hearl mte and
no appraciable decrease in cardiac output. i ventilation is assisted or controfied (posttive pressure ventitation), the degree and incidence of
decreass in candiac outpist are accentuated. Addiion ot a potent opioid {eg, fertanyl) when used as a premedicant further decreases
cardiac output and respiratary drive,

il anesthesia is continued by infusion of DIPRIVAN Injectable Emulsion, the stimulation of endotracheat intubation and surgery may
return arerial presgure towards normal. However, cardiac output may remain depressed. Comparative dinical studies have shown that the
i sftects of DIPRIVAN !mectahte Emuision during lnducbon of anesthesia are generally more pronounced than with other IV
induction ‘agents tfadzﬁorsally ‘used for this purpose.

Clinical and preclinical mdtes suggest that DIPRIVAN Injectable Emulsion is rarely associaled with elevation of plasma histamine levels.

induction of anesthasia mth DIPRIVAN injectable Emulsion is frequently associated with spnea in both adults and chifdren. In 1573 adult
patients who received DIPRIVAN Injeciable Emulsion {2 to 2.5 mg/kg), apnea lasted less than 30 seconds in 7% of patients, 30-80 seconds
in 24% of patients, and more'than 60 Seconds in 12% of patients. in the 213 pediatric patients Detwesn the ages of 3 and 12 yesrs
assassable for apnea who rebeived DIPRIVAN Injectable Emulsion (110 3.6 mn/kg) apnea lasted lass than 20 seconds In 12% of patients,
30-60 seconds in 10% of patients, and more than 80 ds in 5% of pati

During maintenanca, DIPRIVAN Injectable Emulsion causee a decreass in ventifation usually associated with an Increase in carbon
cloxide tension which may be marked depending upon the rate of adm%nnﬁmtsm and other concurrent madications (eg, opiids, sedstives,
€.}

~==. 1. Revise to generic nama thoughout,
2. Reviss to Gensig Slcor's logo.
. 3. Reviss to read *178.28"
4. Revise to read ‘egg yolk phospholipid.”
§. Revise to read *sodium mababiauffﬂe {0.25mg/mL).”

6. Rovise pH to read *4.5-6.6." 000005
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During monitored anesthesia care (MAC) sedation, attention must.be given to the cardioraspiratory sffects of DIFRIVAN injectable
Emulsion, Hypotension, oxyhemoglobin desaturation, apnea, airway obsiruction, and/or oxygen desaturation can otcur, especially following
a rapki bolus of DIPRIVAN Injectable Emulsion: During inftiation of MAC sadation, slow Infugion o slow injection techniques are preferable
over sapid bolus administration, and duting maintenance of MAC sedation, a variabls rate infusion is preferable over imennittent bolus
administration in order to minimize undesirable cardiorespiratory effects. in the eiderly, debilitated, or ASA IHAV patients, mpid (single or
rapeatad) bolus dose administration should not be used for MAC sedation. (See WARNINGS) DIPRIVAN Injectable Emulsion is not
recommended for MAC sadation in chiidren because safely and effectivencss have not been establishedd.

AC%M studies in humans and studies In animals show that DIFRIVAN Injectable Emulsion does not suppress the adrenal responss to

Praliminary findings in patients with normal intraocular pressure indicate that DIPRIVAN njectable Emulsion anesthesla produces 8
t i int siar p which may be associated with a concomitant decrease In systemic vascular resistance.

Animal studies and limited experience in susceptible patients have not indicated any propensity of DIPRIVAN injecteble Emulsion 10
inckice malignant hyperthenmia,

Studies 1o date indicate that DIPRIVAN Injectable Emusion when used in combinafion with hypocaria increases cerebrovascular
resistance and decreasas cerebral blood flow, cersbral metabolic oxygen consumption, and intracranial pressure. DIPRIVAN Injectable
Emulsion does not affect cersbrovascuiar reactivity to changes in drtelial carpon dioxide tension {see Clinical Trials - Neuroanesthesia).

Hemosiderin deposits have been cbserved in the fiver of dogs recsiving DIPRIVAN Injectable Emulsion containing 0.005% disodium
edetale over a four week period; the clinical significance is unknown.,

Pharmacokinetics: The proper use of DIPRIVAN Injectable Emuision requires an understanding of the disposition and elimination
charatteristics of propofol,

‘The pharmacokinetics of propofol are welt descrived by a three compartmant finear mode! with compartments representing the plasma,
rapidly equilbrating tissues, and siowly equilibrating tissues. .

Following an IV bolus dose, there Is rapid squilibration between the plasma and the highly perfused tissue of the brain, thus accounting
for the rapid onset of anesthesia, Plasma levels inftially decline rapldly as a result of both rapid distribution and high metabolic clearance.
Distribution accounts for about half of this détline foliowing & bolus of propofol.

However, distribution is not.constant over time, but decreases as body $ssues equiiibrate with plasma and becoms saturated. The rate at

which squilibration ocours is a:function of the rate and duration of the infusion. When aquitibration occurs there is no lenger a net transfer of
propofol betwesn tissues and plasma. '

Discontinuation ¢f the recommended doses of DIPRIVAN Injectable Emulsion after the maintenance of anasthesia for approximately one-
hour; or for sedation In the 1CU for ane-day, results in a prompt decrease in blood propofol concentraions and rapld awakening. Longer
infuslons (10 days of ICU sedation) result in accumulation of significant issue stores of propofol, such that the reduction in circulating
propofol is slowed &nd the time 1o awakening is increased.

By daily titraion of DIPRIVAN Injectabie Emuision doaage 1o achieve only the minimum effactive therapeutic concentration, rapid
awakening within 10 to 15 minjtes will occur even after long-term administration. &, howaver, higher than necessary infusion levels have .
guen m:sﬂn‘tasi;;:d for a fong time, propofot will be redistributed from fat and muscle fo the plasma, and this retum of propafol from peripheral

S5U6S racovery. :

The tigure balow liustrates-the tall of plasma propofol levels following ICU sedation infusions of various curations.

o~ TaIgt plasima concenization
100 ’ uker:
§ 10 tay infusion
E_om hou ifusion
- Avkenin
LT iy = Bkl %
s 02
g w& T ¥ v T ¥ r L4 £ v 1]
0 20 ] 68 @
Minstee aster ond of infoston

The large contribution of distrdbution (abott 50%) to the tall of propofol plasma levels following brief infusions means that after very long
Infuslons (at steady state), about half the Initial rate will maintain the same plasma levels, Failure o reduce the infusion rate In patienta
receiving DIPRIVAN Injectable Emulsion for extended periods may result in excessively hi%? blood concentrations of the drug. Thus, titration
to clinical response and daily evaiuation of sedation levels are important duting use of DIPRIVAN Injectable Emuision infusion for ICU
sedation, aspecially of long duration.

Adults: Propoial clearance ranges from 23-50 ml/kg/min (1.6 1o 3.4 Limin In 70 kg acults). ! Is chiefly eliminated by hepatic conjugation
to Inactive metabolites which are excreted by the kidney. A glucuronide conjugate accounts for about 50%. of the administered dose.
Propotol has a steady state volume of distribution (10-day infusion) approaching 80 L/kg in healthy adults. A difiarence in phamacokinetics
due to gender has not been observed. The terminal hallife of propofol after a 10-day infusion is 1 fo 3 days,

1. Revise to generic name thoughout.
2. Remove EDTA formulation speclfic paragraph.
3. Revise to read *(mcg/ml).”
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Gerlatrics: With increasing patient age, the dose of propofol needed to achieve & defined anesthetic andpoint (dose-requirernent)
decreases. This doas not mppear to be an age-related change of phamacodynamics or brain sensitivity, as measured by EEG burst
suppression. With increasing patient age pharmacokinetic changes are such that for a given IV bolus dosa, higher peak plasma
contentrations oceur, which can explain 1he decreassd dose requiremenn. These higher peak plasma concentrations in the elderly can
pradispose patients to cardiorespiratory effects including hypotension, apnea, airway obstruction and/or oxygen desaturation. The higher
plasma levels reflect an age-related dacrease in volume of distribution and reduced Intercomparimental clearance. Lower doses are thus
recommended for inftiation anct maintsnance of sedation/anesthesia in elderly patients. {See CLINICAL PHRARMACOLOGY -
individualization of Dosege)

Padistrics: The pharmacokinatics of propofol ware studied in 53 children betwean the ages of 3 and 12 ysars who raceived DIPRIVAN
Injectable Emulsion for periods of approxi ly 1-2 hours, The observed distribution and clearance of propofol in theae children was similar
to adults.

Organ Fallure: The pharmacokinetics of propofol do not appear to be different in people with chronic hepatic cirrhosis or chronic renal
impalnment compared to adulls with normal hepatic and renal function. The effacts of acute hepatic or renal failure on the phammacokinetics
of propofol have not been studied. :

Clinical Trlals

Anesthesia snd MonRored Anesthesia Care {MAC) Sedation: DIPRIVAN Injactable Emuision was comparad fo intravenous and
inhalational anesthetic or sedative agents in 91 tials involving a total of 5135 patients. Of these, 3354 receivad DIPRIVAN Injectable
Emulsion and comprised the overall safety database for anesthesia and MAC sedation. Fifty-five of these tials, 20 for anesthesia induction
and 35 for induction and maintenance of anssthesia or MAC- sedation, were caried out In the US or Canada and provided the basis for
dosage recommendations and the adverse event profile during anesthesia or MAC sedation.

Pediatric Anesthesia: DIPRIVAN Injectable Emulsion was compared 1o standand anesthetic agents in 12 clinical trials involving 534
patients raceiving DIPFIVAN injectable Emulsion. Of these, 340 were from US/Canadian clinical triais and comprised the overal! safety
database for Pediatric Anesthesia.

TABLE 1. PEDIATRIC ANESTHESIA CLINICAL TRIALS
Patients Receiving DIPRIVAN injectable Emuision Median and {Range)

induction Only induction and Maintenance

243
2.5 mglkg
{1-3.5)
20 sec

{6-45}

Number of Patients*
Induction Bolus Dosages

injection Duration

w? :
3 my/kg .
{2-3.6)

Malntenance Dosage 181 pg/kg/min

Maintenance Duration

*Body weight not recorded for one patient.
Neurosnesthasia ' '

DIPRIVAN injectable Emulsion was studied in 50 patients undergoing craniotory for supratentorial tumors In two clinical trials. The mean
lesion size (anterior/posterior and lateral) was 31 mm and 32 mm in one trial and 55 mm arxt 42 mm in the other trial, respactively.

TABLE 2. NEURCANESTHESIA CLINICAL TRIALS I
Patients Receiving DIPRIVAN injectable Emulsion Median and (Range) :
induction
Bolus
Dosage
{mg/kg)

Maintenance Maintenance
Dosage Duration
{1g/ig/min} {min)

No. of
Pationt Type Potients

Craniolomy

Patlenis ] 1.36 146 285

(0569)  (68-425) (48-622)

in 10 of theas patients, DIPRIVAN Injectable Emuision was edministered by infusion i a controlied dinical trial to evaiuate the effect of
DIPRIVAN injectable Emulsion on-cerebrospinal fluid pressure {CSFP). The mean areriat pressurs was maintained relatively canstant over
25 minutes with a change from baseline of 4% » 17% {mean = SD), whereas the percent change In brospinal fiuld pressura (CSFP)
was 46% = 14%. As CSFP is an indirect of ir ial pr 1CP}, when given by infusion or slow bolus, DIPRIVAN Injectable
Emuiglan, in combination with hypocarbia, is capabie of decreasing ICP independent of changea in arterial pressure.

intensive Care Unit {ICU) Sedation: DIPRIVAN Injectable Emulsion was compared to benzodiazepines and/or opiolds In 14 clinical trials
Involving a total of §50 ICU patients. Of thess, 302 received DIPRIVAN Injectabls Emulsion and comprise the overall safety database for
a!(:;vj sedation, Six fnt thase studies wers carried out In the US or Canada and provide the basis for dosage recommendations and the
erse gvent profile.

information from 193 literature reports of DIPRIVAN Injectable Emuision used far ICU sedation in over 950 patienis and information from
the chnical trials are surnmarized below.

1. Hevise 10 generic name
2. Revise o read “meg.”

thoughout,
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TABLE 3. 1CU SEDATION CLINICAL TRIALS AND LITERATURE
Patients receiving DIPRIVAN Injectable Emulsion Modian and {Range)

Number of Sadation
Patients Sedation Dose Duration
t %9U Patient Trials Literature  pghkg/min  mg/kgh Hours 2
. ype i
Past-CABG 41 — " 86 10
{0.1-30}) (0.006-1.8) {2-14)
, — 334 6100} (0.3-6) (4-24}
i Postsurgical €0 — 20 1.2 18
i (6-63) (0.4-32) {0.3-187)
: - 142 (2382) (1.4-4.9) {6-86)
. Neuro/Mead
| Trauma 7 — 25 1.5 168
l (13-37) {0822} {112-282)
i — 184 {8.3-87) (O 5~5.2) (8 hr-5 days)
t Madical 49 — 41 72
: (9-131) (0. 5-7 9) {0.4-337)
- 76 {3.362} {02377y {4-96)
Spacial
! Patients
ARDS/Resp.
Fallure -_— 56 {10-142) {0.6-8.6) {1 hr-§ days)
gOPD/Asmma — 49 {17-75) {1-4.5} {1-B days)
tatus
Epilepticus — 15 {2567y {1.5-10) {1-21 days)
Tetanus — 11 {5-100) {0.3-8) {1-25 days)

Trials (individual patients from clinical studiss)
Literature {individual patients from pwlished reports)
CABG (Coronary Artery Bypass Graft)

ARDS (Adult Respiratory Distress Syndrorne)

L \
T Cardiac Anesthesia: DIPRIVAN injectable Emulsion was evaluated in 5 clinical trials conducted in the US and Canada, !avoluing a otal
R e 1 of 583 patients undergoing coronary arery bypass graft (CABG). Of these, 301 patients received DIPRIVAN Injeciable Emuision. They
! - ' compriss the safety database ior candiac anesthesia and pi s the basis for dosage recommendations in this patient population, in
4 conjunction with reports in the published literature.

individuslization of Dosage

GENERAL: STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. DIPRIVAN RJECTABLE

EMULSION 1S A SINGLE-USE PARENTERAL PRODUCT WHICH CONTAINS 0.008% DBODIU“ EDETATE TO RE'IARD mz RATEOF 3
GROWTH OF MICROORGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION, HOWEVER, DIP!

INJECTABLE EMULSION CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS 1T IS NOT QNQWCRQBNLY
PRESERVED PRODUCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECHNIQUE MUST STILL BE ADHERED TO.
DO NOT USE IF CONTAMINATION IS SUSPECTED., DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE REQUIRED TIME
LIMITS (SEE DOSAGE AND ADMINISTRATION, HANDLING PROCEDURES). THERE HAVE BEEN REPORTS IN WHICH FALURE TO
USE ASEPTIC TECHNIQUE WHEN HANDUING 'DIPRIVAN INJECTASLE QHULsiON WAS ASSOCIATED WITH NICROBIAL
eou;#mumm OF THE PRODUCT AND WITH FEVER, INFECTION/SEPSIS, OTHER LIFE-THREATENING ILLNESS, AND/OR

Propofol blood concentrations at steady stats are generally rional to infusion rates, especially in individual patients, Undesirable

eftects auch as cardiorespiratory depression are likely to occur at biood concentrations which resutt from bolus dosing or raptd
kwrmd in !;n; infusion rate, An adequale interval (3 to § minutes) must be allowed betwsen clinical dosage adjustments i order to
assess drug effects.

When administering DIPRIVAN Injectable Emulsion by infusion, syringe pumps or volumetic pumps are recommanded to provide
controlled infusion rates. When infusing DIPRIVAN Injectable Emulsion to patients undergoing magnetic resonance imaping, metered
control devices may be utilizad If mechanical pumps are impractical.

Changes in vital signs (incresses In pulse rate, biood pressure, sweating, and/or tearing) that Indicate & tesponse to surglcal stimulation
or fightening of anesthesia may be controlied by the adminisiration of DIPRIVAN injectable Emdtlon 26 mg (2.5 mL) to 50 mg {6 mL}
incremental boluses and/or by increasing the infusion rate.

. For minor surgical procadures (eg, body surface) nitraus oxide (50%-70%} can be combined with a variable rate DIPRIVAN injectable

Emuision infusion to provide satisfactory anesthasia. With more stimulating surgical proceduras (eg, intra-abdominal), or i supplementation
with nltrous oxids Is not provided, administration tate(s) of DIPRIVAN m;eota&a Emuision and/or opioids should be increased in order to
provide adequaie anesthesia.

Infusion rates should always be titrated downward In the absence of clinical signs of fight anesthesia until 2 miid response 1o surgicat
stimulation is obtained in order to avoid administration of DIPRIVAN Injectable Emuision at rates higher than are clinically necessary.
2 Generlly, rates of 50 o 100 pgkg/min in aduits, should be achleved during maintenance In order 1o optimize recovery times,

( . 1. Revise to generic name thoughout.
- " 2. Revise t0 read ‘mcg.”
© 8. Revise o read “sodium rmetablsulfite (0.25 mg/mt)."
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Other drugs that cause CNS depression (hypnotics/sedatives, inhalatfonal anssthetics, and oplolds) can increase CNS depression
Induced by propatol. Mormphine prermedication (0.15 mg/kg) with nitrous oxide 57% in oxygen has been sh fo g tha nec: Y
propolol injection maintenance infusion rate and therapeutic blood concentrations when compared to nonnarcotic {lorazepam)
premedication.

Induction of General Anesthesla

Adult Patisnts: Most adult patients under 55 ysars of age and classified ASA Wi require 2 to 2.5 mg/kg of DIPRIVAN Injectable Emulsion
for induction when unpremedicated or when premedicated with oral berzodiazepines or intramuscular apiolds. For induction, DIPRIVAN
Injactabla Emufsion should be fitrated {(approximately 40 mg every 10 seconds} against the response of the patient until the clinical signs
show the onset of anesthesia. As with other sedative-hypriotic agends, the amount of intravenous opioid and/or benzadiazepine
premedication will Influence the response of the patient 1o an induction dose of DIPRIVAN Injactable Emulsion.

Elderly, Dubilitated, or ASA HUTV Patients: {t is important to be familiar and experiencad with the Intravenous use of DIPRIVAN
injectable Emuision before treating elderly, debilitated, or ASA AV patients. Due to the reduced clsarance and higher blood concentrations,
most of these patients require approximately 1 to 1.5 mg/kg (approximately 20 mg every 10 seconds) of DIPRIVAN Injectable Emulsion for
induction of anesthesia sccording 1o their condition and responsas. A mpid bolus should not be used as this wil increase the tikefihood of
undesirable cardiorespiratory depression including hypotension, apnea, aftway cbstruction, and/or oxygen desaturation. {See DOSAGE
AND ADMINISTRATION)

Neurosurgical Patients: Slower indiuction is racommended, using boluses of 20 mg evety 10 ds. Slowar bok or infusions of
DIPRIVAN Injestable Emulsion for induction of anesthesia, litrated 1o clinical responsas, will generally result in reduced indugtion dosage
requirements {1 1o 2 mg/kg). (See PRECAUTIONS and DOSAGE AND ADMINISTRATION) :

Cardiac Anssthesla: DIPRIVAN Injectable Emulsion has baen well studied in patients with coronary artery disease, but experience in
palients with hemodynamically significart valvular or congenital heart disease is limited. As with other snesthetic and sedative-hypnotic
agents, DIPRIVAN injectable Emulsion in heatthy patients causes a decrease in blood pragsure that is secondary to decrgases in praioad
{ventricutar filling volume at the end of the diastole} and afterdoad (arteria! resistance at the beginning of the sysiole), The magnitude of
these changes is proportional to the tlood and effect site concentrations achieved, These concentrations depend upon the dose and speed
of the induction and maintenance infusion rates.

In addition, lower haart raies are observed duting maintenance with DIPRIVAN Injectable Emulsion, possibly due to reduction of the
sympathetic activity and/or resetting of the barorecepior reflexes. Therefore, anticholinergic agents should be administared when increases
in vagal tone-are anticipated.

As with other anesthetic agents, DIPRIVAN injectable Emuision reduces myocardiat oxygen consumption. Further studies are needed to
confinn and delineate the exdent of these effects on the myocardium and the coronary vascular system. :

Morphine premedication {0.15 mg/kg) with nitrous oxide 67% in oxygen has been shown 1o decrease the necessary DIPRIVAN injeciabis
Emulsion maintenance infusion rates and therapeutic blood concentrations when compared to nonnareotic {lorazepam) premedication, The
rate of DIPRIVAN Injectable Emuision administration should be determined based on the patisnt's premedication and adjusted acconding to
clinical responses. .

A rapid bolus induclion should be avoided. A slow rate of approximately 20 mg every 10 seconds untit induction onset (0.5 to 1.5 mg/kp)
should be used. In order 1o assure adequate anesthesia when DIPRIVAN Injectable Emuision is used as the primaty agent, maintenance
infusion rates should not be less than 100 pg/kg/min and should be supplemanted with analgesic levels of continucus opioid administration.
When an opioid is used as the primary agent, DIPRIVAN Injectable Emuision maintenance rates should not be less than 50 po/kg/minand 2
care ghould be taken to insure amnesia with concomitant benzodiazepines. Higher doses of DIPRIVAN injectabis Emuision will teduce the
opioid requirements {see Table 4). When DIPRIVAN Injectable Emulsion is used as the primary anesthetic, it should not be administered
with the high-dose opioid technique as this may increase the likelihood of hypotension {see PRECAUTIONS - Cardiac Anesthesia).

Table 4. Cardiac Anesthesia Technigques
Primary Agent Rate Secondary AgentFate

Primary Agent Rats Secondary Agent/Rate
{Following Induction with Primary
DIPRIVAN injectable Emulsion OPIOIDY0.05-0.075 uglkg/min
{no bolus}
Preinduction anxiolyals 25 po/kg/min
Induction 0.5-1.5 mg/kg
' over 80 sec
Maintenance 100-150 ughkgyimin
{Terated to Clinical Response) .
OPIOD® DIPRIVAN Injectable Emuision/
50-100 pgfkg/min (no bolus)
induction 25-50 ugikg
Maintenance 0.2-0.3 pg/kg/min
*OPIOID is defined in terms of fentanyl equivaients, ie,
1 ug of fantany! = § yg of alfentanii (for bolus)
= 10 pg of alfentanil (for maintenance} or

= 0.1 pg of sufentani
tCare should be taken to ensure amnesia with concombtant benzodiazepine therapy

Maintenance of General Am:hesia;' In adufis, anesthasgia can be malintained by admi ng DIPRIVAN injectable Emulsion by
infusion or intermittent IV bolus Injection. The patients clinical response wik detemine the infusion rate or the amount and frequency of
Incremaental injections.
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Continuous Infusion: DIPRIVAN Injectable Emulsion 100 to 200 ug/kg/min administered in a variable rate infusion with 80%-70% 2
nitrous oxide and oxygen provides anesthesia far patisnts undergoing genersl surgery. Maintanance by infuslon of DIPRIVAN injectabla
Emulsion shoukd Immediately follow the Induction dose In order 1o provide satistactory or continuous anesthesia during the induction phase.
During this inftial pariod following the induction dose higher rates of infusion are generally required {15010 200 pg/ky/min) for the first 10 to 2
15 minutes. Infusion rates should subsequently be decreased 30%-50% during the first hait-hour of maintenance,

Other drugs that cause CNS d%m {nypnotics/sedatives, inhalational anesthatics, and opiolds) can Increase the CNS depression
Induced by propotol.

intermittent Bolus: Increments of DIPRIVAN tnjectable Emuision 26 mg (2.6 mL}) lé §0 myy (5 mi) may be administered with nitrous
oxide in adult patients undergaing general surgery. The incremental boluses should be administered whan changes In vital signs indicate a
response to surgical stimulation or light anesthesia.. .

DIPRIVAN injectable Emulsion has been usad with a variety of agents commonly used in anesthesia such as atropine, scopolamine,
glycopyrrolate, diszepam, depoiarizing and depolarizing muscie relaxants, and opioid analgesics, as wall as with inhalational and
ragional anegthelic agents.

in the eldedy, daebilitated, or ASA HIfiV patients, rapid bolus doses shoutd not be used as this will increase candiorespiratory effects
Including hypotension, spnes, girway obstruetion, and/or oxygen desaturation.

Pediatric Anesthesis

induction of General Anesthesia: Most pediatric patients 3 years of age or oider and classiied ASA  or il require 2.5 1o 3.5 mp/kg of
DIPRIVAN Injectable Emulsion for induction whan unpremedicated or when lightly premadicated with oral benzodiazepines of Intramuscular
opioids. Within this dosage range, younger children may require larger induction doses than older chiidren. As with other sadative hypnetic
sgents, the amount of intravenous opicid and/or banzodiazepine premedication will influence the response of the patisnt to an induction
dosa of DIPRIVAN Injectable Emulsion. i addition, a lower dosage is recommandex for children classified ASA lii or IV. Attention should be
pakd 1o minimize: pain on Injection when administering DIPRIVAN Injectable Emulsion to padiatric patients. Rapid boluses of DIPRIVAN
Injectable Emiision may be administered if smal] veins are pretreated with fidocaine or when antecubital or larger veins are ufilized {See
PRECAUTIONS - General). .

DIPRIVAN Injectable Emulsion administered in a variable rate infusion with nitrous oxide 80-70% provides satisfactory anesthesia for
most pediatric patients 3 years of age or older, ASA 1 or [, undemgoing general anesthesia.

Maintenance of Genarsl Anesthesia: Maintenance by infusion of DIPRIVAN njectable Emulsion at a rate of 200-300 ug/kg/min shoukl
foliow the induction dose. Following the first-hait hour of mairtenance, if dinical signs of light anesthasia are not present, the
Infusion rate shoukt be decreased; during this period, infusion rates of 125-150 pglk%r:ﬁn are typically needed. However, younger chifdren

{5 yoars of age orless) may require larger mamtenance infusion rates than clder chitdren. 2

Monitored Anesthesia m'(mc) Sedation in Adults: When DIPBIVAN Injectable Emulsion is administered for MAC sedation, rates
of administration shoudd be individualizad:and titrated {o dlinical response. In most patients the rates of DIPRIVAN injectable Emulsion
administration will be In the range of 25-75 pg/kg/min.

Dasring inttiation of MAC sedation, slow infusion or siow injsction tachniques are preferable over mapid bolus administration. During
maintanance of MAC sedation, & variable rate infusion is preferable over intermittent bolus dose administration. In the siderly, debilitated, or
ASA [HAV patients, rapid {single or repeated) boius dose sdministration should not be used for MAC sedation. (See WARNINGS) A eapld
bolus lniwﬂgtn can result in undesitabie cardiorespirstory depression Including hypotension, apnes, akwway chstruction, and/or
oxygen desaturation.

Initiation of MAC Sedation: For initiation of MAC sedation, sither an infuslon or a siow injection method may be ulilized white closely
monitoring cardiorsspiraiory finction, With the-infusion method, sedation may be initiated by infusing DIPRIVAN injectable Emulsion at 100
1o 150 pig/kg/min {6t § malkg/M) for @ period-of 3105 minutes and titrating to the desired fevel of sadation while closely monitoring

ry function. With the siow Injaction maihod for inftiation, patients will require approximately 0.5 mg/kg administered over 310 6
minutes and fitrated to clinkal responses. Whaa DIPRIVAN Injectable Emulsion is sdministered slowly over 3 1o 5 miniftes, most patients
;:ghm mnqmmad and the paak drug effect can be achieved while minimizing undesirable cardiorespiratory elfects ooourtng at

in the ekdedy, debilitated, or ASA [HAV patients, rapid (single or repeatad) bolus dase administration shouki not be used for MAC
sedation. (Ses WARNINGS) The rate of adminigtration should be. over 3-5 minutes and the dosage of DIPRIVAN Injectable Emuision shauld
be reduced to approximately 80% of the usual adiit dosage in these patients according 1o their condition, responess, and changes in vital
signs. (See DOSAGE AND ADMINISTRATION)

Maintenance of MAC Sedation: For mainienance of sedation, a varisble rate infusion method is preferabls over an intermittent bolus
dose mefhod. With the variable rale infusion method, patlents will generally require maintenance rales of 25 1o 75 pg/kg/min (1.5 10 4.5 2
mg/kg/h) during the first 10 10 15 minutes of spdation maintenance. infusion rates should subssquently be docroased over tims to 25 to 50
pp/kgimin and adgjusted to clinical responses. In titrating to ciinical effect, allow approximately 2 minutes for onset of peak drug stfect.

infusion rates should always be itrated dowrward in the absence of dlinical signs of ight sedation untd mild responsas to stimulation are
obtained in order to avoid sedative administration of DIPRIVAN injectable Emulsion at rates higher than are clinically necessary.

if the intermittent bolus dose method is used, increments of DIPRIVAN Injectable Emuision 10 mg (1 mL) or 20 mg (2 mlL} can be
administered and titrated 1o desired level of 8edation. With the intermittent bolus method of sedation maintenance there is the potential for
respiratory dapression, transient increases in sedation depth, and/or prolongation of recovery.

in the siderly, debliitated, or ASA AV patients, rapkd (single Or repeated) bolus dosse administration should not be uged for MAC
sedaﬁoﬁg (gxg:gﬁ?ﬁgﬁs.)ﬁmh d%t:;;mim S ion and t&e dos:?a og’;i:?w».!:d E[gjoccabh Emulgion should be reduced to
approximat 0% of the us #t e in these patients accomdi r condition, responses, and changas in vital signs, (See
DOSAGE AND ADMINISTRATION) e i 90
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DIPRIVAN In;ec:abie Emulsion can be adminisiered as the sols agent for maintenance of MAG sedation during surgical/diagnostic
procedures, When DIPRIVAN injectabls Emulsion sedation Is supplemented with aploid and/or benzodiazepine medications, these agents
increase the sedative and respiratory effects of DIPRIVAN injectable Emuision and may also result in a sfower recovery profile. (See
PRECAUTIONS, Drug Interactions)

10U Sedation: {See WARNINGS and DOSAGE AND ADMINISTRATION, Handling Pmea:hm) For intubated. mechanically
ventiiated adult patients, intensive Cars Unit (ICU) sedation should be inltiated slowly with & continuous infusion in onder fo titrate to desired
chnical effact and minimize hypotension. (See DOSAGE AND ADMINISTRATION)

Across all 6 US/Canadien clinical studies, the mean infusion maintenance rate for all DIPRIVAN Injectable Emulsion patierts was 27 x 21
pglkg/min. The maintenance infusion rates required te maimaln adequate sedation ranged from 2.8 ug/kg/min o 130 ugikg/min. The
Infusion rate was lower in patients over 55 yeats of age (approximately 20 pgkg/min) compared ko patients under 55 years of age
{approximately 38 ug/kg/min). in these studies, morphine or fentany! was used as needed for analgesia.

Most adult ICU patients recovering from the effects of general anesthesia or deep sedation will require maintenance rates of 5 1o 50
pg/kg/min (0.3 10 3 mg/kgM) individualized and titrated 1o clinicel response. (See DOSAGE AND ADMINISTRATION.) With medical ICU
patients or patients who have recovered from the effects of general anesthaesia or dﬁ&sedanm the rate of administration of 50 pg/kg/min
or higher may ba required 1o athieve adequate sedation. Thase higher ratas of administration may increase the Hkelihood of paliens

developing hypotension. 2
Although thers are reports of raduced analgwc mqumants most patiants received opiokds for anaigesia duﬁng maintenance of ICU
sedation. Some patients also d benz p and/or neuromuscular blocking agents. During long ferm maintsnance of sedation,

| same ICL) patients were awakened once ortwk:a every 24 hows for assessment of neuroloa:c of respiratory function. (See Clinical Trials,
’ Table 3)

in post-CABG (coronary ately bypass graft} patients, the mainte rate of propofol administration was usually low {median 11
me ckse 1o the intracperttive administration of high oplokd doses, Patlents mcoMng DIPHIVAN Injectable Emulsion required 35%
less nitroprusside than midazolam patients; this difference was statisticaily significant P<0.05). During initiation of sedalion in post-CABG
patients, a 15% to 20% decrease in biood pressure was sean In-the first 50 minules. it was not possibie to determine cardiovascular effects
In patients with swemy compromised vamnmﬂartunchon {See Clinical Trials, Table 3).

in Medical or Postsurgical ICU studies comadng DIPRIVAN in]ectabla Emuision to benzodiazepine infusion or bolus, there were no
apparent dﬂ!mncos in maintenance of adequate sedation, mean arterial pressure, or lsbomtory findings. Like the compasators, DIPRIVAN
Emuision reduced bicod cortisol during sedation while maintaining responsivity to-challanges with adrenocoricolropic hormone
{ACTH). Case repons from the published fiteratire generally refiect that DIPRIVAN injectable Emulsion has beaen used sately in patients
i Mhammry of porphyria or malignant hyperthermia.

(; R In hemodynamically stable head trauma patients ranging in age from 19-43 years, adequate sedation was maintained with DIPRIVAN

Injeciable Emuision or morphine (N=7 in each group). There were no appavert differences in adequacy of sedation, intracranial pressure,
: . cerebral perfusion prassure, or nsusologic recovery batween the treatment groups. i Merature reports from Neurosurgical ICU and seversly
; ’ 1 head-njured patients DIPRIVAN injectable Emuision infusion with or without diutetics and hyperventiiation controlled intracranial pressure
a whils maintaining cerebral perfusion pressure. In some patients, bolus Goses resulted In decreased biood pressure and compromised
' cerabral perfusion prassure. (Sn Ciinical ‘Iﬂais, “Yabie 3)

DIFRIVAN injectable Emulsion was found 1o be effective in slatus epiiepticus which was refraciory 1o the standard &miaonwm
theraples. For these patients, as well as for ARDS/respiratory fsliure ang tetanus patfents, sedation maintenance dosages were generally
higher than thass for other critically #i patient popuiations. (See Ciinical Trials, Table 3)

Abrupt disoontinuation of DIFRIVAN injectable Emulsion prior 1o waaning or for dally evaluation of sedation levels should be avoided.
Thls mny result in rapkd with associated anxiely, agitation, and resistance to mechanical ventiistion. Infusions of DIPRIVAN

should ge adjusted to maintain a light level of sedation through the weaning process or evaluation of sedation lavel.
(See Pnz-:oAunoua)

INDICATIONS AND USAGE

DIPRIVAN injectable Emulsion is an IV ssedative-hypnotic agent that can be used for both induction and/or maintenance of anesthesia as
part of a balanced anesthetic technigue for inpatient and oulmﬁen: suargery in adults and in children'S ysars oiagewoido!

DIPRIVAN Injectable Emulsion, when gdministered nmvamusl as directed, can be usaed to iniliate and maintain mm:omd anusthesia
care (MAC) sedation guring dlagnostic procodures in adults. DIPRIVAN kﬁac:abla Emniision m;calsn be used for MAC sedation In
conjunction with localiregional anestivesia in patients undergoing surgical procedures. (See PREGAUTIONS)

DIPRIVAN Injectable Emulsion should only be administersd to Intubated, mechanically ventilated adult petients in the intensive Care Unit
(ICU} o provide continuous sedation and controf of stress rasponses. fn this seting, mPRNAN injectable Emulsion should be administered
only by pemmt skilled in the medical management of critically il patients and trainad in cardiovascular resuscitation and airwey
managemaen

DIPRIVAN !mambte Emuision is not recommended for obstetrics, including cesarean section delverdes, DIPRIVAN Injectable Emulsion
crussas the placerta, and as with other general anesthetic aperts, the administration of DIPRIVAN injectable Emulsion may be wssoclatad
wih neonatal depression. {See PRECAUTIONS)

DIPRIVAN Injectable Emulsion is not recommended for use int nurging mothers because DKPRNAN inimab!e Emulsion has
veported to be excreted in human milk, and the effects of oral absorption of smal nis of prop K {See PR&CAU!TONS}

DIPRIVAN Injectable Emulsion is not mcommendad for anesthasia in children below the age of 3 years because safa’ey and effectiveness
have not been astablished. DIFRIVAN injectable Emulsion {e not racommended tor MAC sedation in children because safety and
effectiveness have not been sstablishad. DIPRIVAN injeciable Emulsion is not recommended for pediatric ICU sedation because safety and
effectiveness have not been established.
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[~ CONTRAINDICATIONS

DIPRIVAN Injectable Emuision is contraindicated in patients with a known hypersensitivity to DIPRIVAN injectable Emuision or #ts
components, or when general anesthesia or sedation are contraindicated.

WARNINGS

For genarai anesthesia or monitored snasthesia care {MAC) sedation, DIPRIVAN injectable Emuision should be administered
only by persons trained in the acministration of genera! stesthesia and not invdived i the sonduct of the surgical/diagnostic
procedure, Patients should be continuously monitored, and facillties for masintanence of a patent sirway, artificial ventitation, and
axygen enrichment and circuistory resuscitation must be immediately available.

For sedation of intubated, mechanicaily ventilated adult patients In the Intensive Care Unit (1ICU}, BIPRIVAN Injectabie Emulsion
should be sdminissered only by persons skilied in the managemeant of criticsity iil patients and trained in cardiovsscular
resuscitation and sirway management.

In the eldery, debilitated or ASA 1IVIV patients, rapid {single or repeated) bolus administralion should not be used during general
anesthesia or MAC sedation in order to mimmize undasirable cardiorespiratory deprassion inciuding hypotension, apnea, alrway
obstruction, and/or oxygen desaturation,

2

MAC sedation patients shauld be continuously monftorad by persons not involved in the conduct of the surgical or diagnostic procedure;
oxygen supplementation shoyld be immediately avaliable and provided where clinically indicated; and oxygen saturation shouid be
monitored in ali patients, Patients should be continuously monitored for earty signs of itypotension, apnea, airway obstruction, and/or
oxygen desaturation. These cardiorespiratory eflects are mote uketym accut following rapid inftiation (lnading) boluses or during
suppiemental maintenance boluses, especially in the siderty, debilitated, or ASA AV patients.

DIPRIVAN Injsctable Emuision should not be coadministered through the same IV cathster wiih biood or plasma because compatibility
has not been sstablished, In vitro tests have shown that aggregates of the giobular component of the smulsion vehicle havea occumrad with
blood/plasma/serum from humans and animals. The ciinical significance is not known,

STRICT ASEPTIC TECHNIGUE MUST ALWAYS BE MAINTAINED DURING HANDLING. DIPRIVAN INJECTABLE EMULSION 1S A
SINGLE-USE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE YO RETARD THE RATE OF GROWTH OF 3
MICROORGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC OOnTAﬂIﬂKﬂQN- ROWEVER, DIPRIVAN INJECTABLE
EMULSION CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS IT IS NOT AN ANTIMICROBIALLY PRESERVED

UCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC ﬁcﬁm MUST STILL BE ADHERED TO. DO NOT USE
IF CONTAMINATION IS SUSPECTED. DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE REGUIRED TIME LIMITS {SEE
DOSAGE AND ADMINISTRATION, HANDLING PROCEDURES), THERE HAVE BEEN REPORTS IN WHICH FALURE. 3’0 USE
ASEFTIC TECHNIQUE WHEN HANDLING DIPRIVAN INJECTABLE EMULSION WAS ASSOCIATED WITH MICROBIA
ggi&;_f“AHINAT!ON OF THE PRODUCT AND WITH FEVER, INFECTION/SEPSIS, OTHER LIFE-THREATENING iLLNESS, ANDIOR

PRECAUTIONS

General: A lower jnduction dose and a slowsr maintenance rate of administration should be used in elderly, debilkated, or ASA AV
patients. (See CLINICAL PHARMACOLOGY - Individualization of Dosage) Patients shoukl be continuously monitored for eady signs of
significant hypotension and/or bradycardia. Treatment may include increasing the rate of intravanous thild, elevation of fowsr extramities,
use of pressor agents, or administration of atropine. Apnea often occurs during Induction and may persis? for more than §0 seconds.
Vantilalory support-may be required. Because DIPRIVAN Injectable Emulsion is an emuision, caution should be exerciged in patients with
disorders of ipid metabofism such as primary hypedipoprotginemia, diabetic hypedipemia, and pancreatitia.

Very rarely the use of DIPRIVAN injectable Emuision may be associeted with the development of a.period of post-operative
unconsciousness which may be accon'panied by an Increase in muscle lone. This may ormynmbaprmdedbya brief period of
wakefulness. Recovery ls'spontansous. ‘The clinical criteris for discharge from the recovery/dsy surgery ares established for each institution
wommm;wmmmmdmpamm the care of the anesthesiologist.

‘When DIPRIVAN Injectable Emulsion is administerad to an epileptic paﬁam. thers may be a risk of selzure during the recovery phase.

in aduits and chiidren, attention shouki be paki to minimize pain on Mmmimﬂon of DIPRIVAN Injectable Emulsion. Transient local pain
can be minimized ¥ tha larger veins of the forearm or antecubital tossa-are used. Paln during intravenous injection may siso be reduced by
prior Injaction of 1V lidocaine (1 mi of & 1% solution). Pain on injsiction oceurred frequently in pediattic patients (45%) when a small vein of
the hanc was utilized without idecaine pretreatment. With lidocaine pretreaiment or when antecubital veins were utliized, pain was minimal
fincidence less than 10%) ard well toleraied,

Venous sequelae (phisbitis or thrombasis) have been raported rarely (<1%). In two well-contiolled clinical studies using dedicated
intravenous cathaters, no instances of venous sequeias were observed up to 14 days following Induction.

intra-arterial injoction In animals did not induce local tissue effects. Accidentsl imira. ial injection has been reported in palients, and,
other than pain, there were no major sequeias,

intarttional injection into subcutaneous of pertvascular tssues of animals caused minimal tissue reaction. During the postmarkeling period
there have been rare reports of iocal pain, sweliing, blisters, and/or tissue nacrosis foliowing accidental extravasation of DIPRIVAN

Injectalite Emulsion.
Perioperative myocbnia. mre!y k’muﬁlng convulsions and opisthotonas, has occurmed in temporat refationship In cases in which
DIPRIVAN injectable Ei ) has been Istared.
Clinical features of anaphylaxis, which may inciude angioedema, bronchospasm, erythema, ion, occur rarely foliowing
gw;?i“h’m i"sgiedabie Emulsion administration, although use of other drugs in most instances makes the fsiatlonshp o DIPRIVAN injeciabie
muision unciear,

va——

C 5

bl 2l

Revise to generic name thoughout.

Revise to include sulfite waming paragraph as iound in 21 CFR 201.22 {b).

Revise to read “sodium metabiwlﬁte (0.25 mg/mL)."

Revise to include *in two well controfied clinical studies using dedicated intravenous catheters, no instances of venous sequelae were observed up
o 14 days following induction.” Per FDA felier dated December 22, 1997 under ANDA 74-816.

000012




U con ik e AL, s, g B A FUEA RS S SR PR PR 1S e AL e gt

Cﬁ Gens:a@cor Pharmaceuticals, Inc.
(\/ ANDA Suitability Petition
, PROPOFOL INJECTABLE EMULSION 1%

There have besn rare reports of pulmonary edema in temporal relationship to the administration of DIPRIVAN Injectable Emuision,
although a causal relationship is unknowrn.

Vary rarely, cases of unexplained postoperative pancrealitis {raq uiring hospital admission) have been reported after anesthesia in which
DIPRIVAN Injectabls Emuision was one of the induction agenis used. Dus 10 a variety of confounding factors in these cases, including
concomitani medications, a causal relationship to DIPRIVAN injectable Emulsion is unclear.

DIPRIVAN Injectable Emulsion has no vagolytic activity. Reports of bradycardia, asystole, and rarely, cardiac arrest have bsen
associated with DIPRIVAN injectable Emuilsion, The intray administration of anticholinergic agents (eg, ;m&p!na of giycopyrolate)
shouki be considered to modify potential increases in vagal fone due to concomitant agents {eg. succinyicholine} or surgical stimull.

Intensive Care Unit Sadation: (See WARNINGS and DOSAGE AND ADMINISTRATION, Handfing Procedures) The administration of
DIPRIVAN Iniectable Emulsion should be initiated as a continuous infusion and changas In the rate of administration made. siowly (>5 min)
In order to minimize hypotension and avoid acute ovardosage. (See CLINICAL PHARMACOLOGY - Individualization of Dosage)

Patients shoukd be monitored for early signs of significant hypotension end/or cardiovascular depression, which may be profound. These
sliects ars rosponsive to discorginuation of DIPRIVAN injectable Emulsion, IV fiuid administration, and/or vasopressor therapy.

As with other sedative medications, thete is wide Intespatient varlabllity in DIPRIVAN injectable Emuision dosage requiramenis, and these
requirements may change with time.

Failure to reduce the infusion rate In patients receiving DIPRIVAN injectable Emulsion for exiended periods may rasuit in axca;»sive!y
high blood concentrations of the drug. Thus, titration to dlinical response and dajly evaluation of sadation Jevels are impartant during use of
DIPRIVAN Injeciable Emulsion infusion far iCU sedalion, especially of long duration.

Oploids and paralytic agents should be disconlinued and respiratory function optimized prior to weaning patients from mechanicai
ventilation. Infusions of DIPRIVAN Injectable Emuision should be adjusted to maintain & light level of sedation prior to weaning patients from
machanical ventilatory suppost. Throughout the weaning process this level of sedation may be maintained in the absence of respintory
depression. Because of the rapid ciearance of DIPRIVAN fnjectable Ernuision, abrupt discontinuation of a patient’s infusion may result In
rapid awakening of the paiient with associalsd amdety, agitation, and resistance lo mechanical ventilation, making weaning from mechanical
ventikation difficutt. 1t is therafore recommended that administration of DIPRIVAN Injectable Emulsion be continued n order 1o maintain a
fight level of sedation throughout the waariing process until 1015 minutes prior to extubation at which time the infusion can bo discontinued.

Thars hovs been very rars repons of rhabdomyolysie sssociated with the administration of DIPRIVAN injectable "Erslsion for ICU sedation.

Since DIPRIVAN injaciable Emuision is formulated in an oii-in-water emulsion, elevations in serum triglycerides may vccur when
DIPRIVAN injectable Emusion s administered for extended perfods of time. Patlants et fisk of hyperfipidemia should be monitored for
increases in serum Iriglycendes of serum furbidity, Administration of DIPRIVAN injectable Emuision should be adjusted ¥ tat is beaing
~ inadequatsly Clearsd from the body. A reduction In the quanitity of concurrently administered lipids is indicated 1o compensate for the amount
‘ H vi;pti: sgusedm a;s par of the DIPRIVAN Injectable Emulsion formulation; 1 mi of DIPRIVAN injectablie Emulsion contains approximatsly 0.1 )
g t {1.1 keal). |

In patierts who are predisposad to zinc deficiency, such as those with burns, diarrhea, and/or major sepsis, the need for suppiemental
zinc should he considared during protonged thetapy with DIPRIVAN Injectable Emuision.

EDTAIs a strong chelator of frace metals — inckiding zinc. Calcium disodium edelate has been usad in gram quaniities to treat heavy
meta! toxicity. When used in this manner j is'possible that as much as 10 mg of elemental zinc can bs lost per day via this mechanism.
Atthough with DIPRIVAN injectable Emulsion thers are no reports of detreased zinc levels or zinc deficiency-related adverse evenis,

DIPRIVAN injectabla Emulsion should not be infussd for longer than 5 days without providing a diug holiday to safely replace estimated or 2
measured urine 2ing losses.

At high doses (2-3 grams per day), EDTA has been reported, on rare occasions, to be toxic lo the renal tubules. Studies to-date, in
patients with normal or impaired renal function have not shown any afteration in renal function with DIPRIVAN injectabls Emulsion
containing 0.005% disodium edetate. In pafients at risk for renal impairment, urinalysis and urine sediment shouid be checked before
initiation of sedation and then be monttored on alternate days during sedation.

1;ha jong-term sdministration of DIPRIVAN Injectable Emulsion to patients with renal faflure and/or hepatic insufficiency has not been
evaluated.

Naurosurgical Anesthesia: When DIPRIVAN Injectable Emuision is used in patients with increased intracranial pressure or impaired !
cersbral circuiation, signticant decreasas 1 mean arterial pressure should be avoided because ¢t the resullant decreases in cerebral
pertusion pressure. To avold significant hyp iort and de es in cersbral pertusion pressura, an infusion or slow bolus of
approxmately 20 mg every 10 seconds should be utilized instead of rapid, more frequent, and/or larger boluses ot DIPRIVAN injectable )
Emutsion. Slower induction titratad to clinical '?foms will generally result in reduced Induction dosage requirements (1 to 2 mg/kg). When
increased ICP is suspected, hyperventiiation and hypocarbia should accompany the administration of DIPRIVAN Injactable Emuision. (See i
DOSAGE AND ADMINISTRATION) i

Cardisc Anesthesia: Slowsr rates of agministration should be utilized in premedicated petients, geratric patiants, patients with recent
fluid shifts, or patients wha are hemodynamically unstable. Any fluid deficts should be corrected prior 1o administration of DIPRIVAN
injectable Emulision. In those patients where additional fiuld therapy may be contraindicated, other measuras, eg, elevalion of lowar
extremities or use of pressor agents, may be usefu! to offset the hypotension which Is associated with the induction of anesthesia with
DIPRIVAN irjectabls Emulsion.

intormetion for Patients: Patiarts should be advised that performance of activities requiring mertal aleftness, such as operating a
metor vehicle or hazardous machinery or signing lagal documents may be impaired for some time after genesal anesthesia or sedation.

Drug Interactions: The induction doss requirements of DIPRIVAN injsctable Emuision may be reduced in patients with Intramuscular or
Intravenous premedication, particularly with narcotics (eg, morphine, meperidine, and femanyt, etc.} and combinations of opiolds and
sedatives {eg, benzodiazepines, barbiturates, chioral hydrate, droperidod, ste.). These agenis may increase the anesthetic or sedative
(-\\ eltects of DIPRIVAN Injectable Emulsion and may aiso result in more pronounced d in systolic, diastolic, and mean arterial

i [ ia17:3
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(s, . 1. Revise o generic name thoughout.
2. Delgte EDTA formuiation specific information.
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Duding maintenance of anesthesia or sedatian, the rate of DIPRIVAN Injactable Emuision administration should be adjusted according to
the desired lavel of anesthesia or sedation and may be reduced In the presence of supplsmental anaigasic agents {eg, nitrous oxice or
oploids). The concurrent admiristration of potent inhalational agents. (eg, isoflurans, enflurane, and halcthane) during maintenance with
DIPRIVAN injectabie Emuision has not been extensively evaluaied. These inhalational agents can ajso be expecied 1o increase the
anesthefic or sedative and cardiorespiratory effects of DIPRIVAN Injsctable Emulsion.

DIPRIVAN injectable Emulsion does not cause a cinically significant changs in onset, intensity, or duration of action of the commanty
used neuromuscular biocking agents (eg, succinyicholine and nondepoiarizing muscle relaxants).

No significant adverse intersctions with commonly used premedications or drugs used during anesthesia or sedation fincluding & range
of muscle refaxants, inhalational agents, analgesic agents, and jocal anesthetic agenis) have been observed.

Carcinoy is, Mutag Is, impalrment of Fertiiity: Animal carcinogenicity studies have not besn performad with propofol.

In vitro end in vivo animal tests failed to show any potential for mutagmis!ty by propofol. Tests for mutagenicity inciuded the Ames {using
Salmonella sp) mutation test, gene mutation/gene conversion using Sacch isiae, in vitro cytogenetic studies in Chinese
hamsters, and a mouse micronucieus test.

Studies in female.rats at intravencus doses up to 15 mg/kg/day (6 times the maximum recommended hurnan induction dose} for 2 weeks
belore pregnancy 1o day 7 of gestation did not show impaired fentility. Male fertiity in rats was not affected in a dominant fethal shudy at
intravenous doses up to 15 mg/kg/day for 5 days. .

Pregnancy Category B: Reproduction studies have been parformed In rats and rabbits at intravenous doses of 15 mg/kg/day (6 times
the recommaried human induction dose} and have revealed no evidance of impalred fertiitty or hum 1o the fetus dus to propofol. Propofol,
however, has Been shown to cause maternal deaths in mats and rabbits and decreased pup survival during the lactaling pedod in dams
treated with 15 mg*k?m:y {or B times the recommendsd human Induction dose). The phamacoiogical activity (anesthesia) of e drug on
the mothet is v responaibis for the adverse effects seen In the ofispring. Thers.ars, however, n adequate and well-controlled
studies in pregnant women. Because animat reproduction studies ars not always predictive of human responses, this drug should be used
duting pregnharcy only if clearly needed.

Labor and Delivery: DIPRIVAN Injectable Emuision is not recommended for obstetrics, inchuding cesarean section deliveries. DIPRIVAN
Injactable Emulsion crosses the placenta and, as with other general anesthetic agents, the administration of DIPRIVAN injectable Emuision
may be associnted with neonatal depression.

Nursing Mothers: DIPRIVAN Injectable Emulsion Is not recommended for yse in aiursing mothers because DIPRIVAN Injectable
| 3 Emuision has been reported to be excreted in human milk, and the effects of oral absorption of small amounts of propofol are not known,

- - Pediatrics: DIPRIVAN injeciable Emuision is not recommended for use in pediatrc patients for ICU or MAC sedation, In addlion,
DIPRIVAN Injectable Emuision is not recommended for general anesthesia for chiliren balow the age of 3 years because safety and
effectiveness have not been estabiished.

Although no causal refationship has been established, serious adverse events (including fatalities) have been reported in children given
DIPRIVAN Injectable Emulsion for ICU sedation. These events ware seen rmost often in children with respiratory tract infections given doses
in excess of those recommended for adults.

o Gerlatric Use: The efiect of age on induction doge requirernents for propofol was assessed in an open study involving 211

_ unpremedicated paliants with approximately 30 patients in sach decade batween the sges of 16 and 80, The average dase to induce
anesthesia was caicuiated for patierts up to 54 ysars of age and for patients 54 years of age or oider. The average dose to induce
anesthesia in patients up to 54 years of age was 1.89 mg/g and in patients above 54 | was 1.66 mp/kg. Subsequent cliinical studies bave
demonstrated lower dosing requifements for subjects greater than 60 years of age.

ADVERSE REACTIONS

General: Advarse svent information is derived from controlied clinical trials and workdwide marketing experence. in the description
below, rates ofmamnmmmmmmummummm.mmwwwmmmmmmm
pubiications and marketing sxperience in over 8 million palients; there are insufclent data to support an accurate estimats of their
incidence rates, Thess studies were conducted using a variety of premedicants, varying lengths of surgkal/diagnostic procedures end
various other anesthetc/sedative agents. Most adverse events were mild and fransient.

Anesthesia and MAC Sedation In Adults: The following estimates of adverse events for DIPRIVAN injeciable Emuision include data
from diinical trials in general ancathesia/MAC sedation (Ne2889 adult patients). The adverse events listed below as.probably causally
related are those events in which the actual incidence rate in patients treated with DIPRIVAN injectable Emulsion was greater than the
compartator incklance rate in these ials, Therefore, incidence rates for anesthesia and MAC sedation in adults generally represent
estimates of the percentage of dlinical trial pafients which appeared fo have probaide causal redationship.

The adverse sxperience profiie from reports of 150 patients in the MAC sedation clnical trialg is similar to the profile established with
DIPRIVAN Injectable Emulsion during anesthesia (see balow). During MAC sedafion chinical trials, significant respiratory avents included
cough, upper airway obstruction, apnea, hypoventilation, and dyspnea.

Anssthesia in Children: Generally the adverse sxperience profite from reports of 349 DIPRIVAN injectabls Emulsion pediatric patients
betwseen the ages of 3 and 12 years in the US/Canadian anesthesia clinical triafs is simiiar 10 the profile established with DIPRIVAN
lv‘tqctsble Emuigion during anesthesia in adulis (see Pedialric percentages [Peds %] below). Although not reported as an adverse event in
o trials, apnea is fraquently observed in pediatric patients.

1ICU Sedation in Adults: The foliowing estimates of adverse events inciude gata from clinlcal tials in ICU sedation (N=159) patierts,
Probably related incidence rates for ICU sedation were detarmined by individual case report form review, Probable causality was based
Upon an apparent ¢ose response relationship and/or positive responses 10 rechallenge. in many Instances, the presence of concomitant
disease and concomitart therapy made the causal relationship unknown. Therefore, incidence rates for ICU sedation generally represent
(\ estimates of the percentage of clinical trial palients which appeared 1o have a probable causal relationship.

" - 1. Revise to generc name

» g :
2. Revise to read "Pregnancy; Teralogenic Effects, Pregnancy Category B Per FDA letter dated August B, 1986 under ANDA 74-816
3. Revise to read “Padlatric Use” per FDA istter dated August B, 1896 under ANDA 74-816
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incidence greater than 1% - Probably Causefly Reisted

AnesthesiaMAC Sedation

Cardiovascuiar: Bradycardia rdia
Hypetension® {Peds. 17%} Decreased
{Hypenension Peds: 8%] Cardiac Ouiput,
{se6 also CLINICAL Hypotension 26%
PHARMACOLOGY),
Central Nervous Movement” [Peds: 17%]
System: -
injection Site: Buming/Stinging or Pain,
17.6%
[Pads: 10%)]
Metaholic/Nutritionat. Hypetlipsmia®
Respiratory: Apniea Respiratory Acidosis
{see also CLINICAL. Duting Weaning”
PHARMACOLOGY)
Skin and Appendages: Rash [Peds: 5%}
Events without an * or % had an incidence of 1%-3%
* incidence of events 3% to 10%
Incidence less than 1% - Probably Causally Related
Body as a Whole: Anaphylaxis/Anaphylactold
Reaction, Pernatal Disorder
Cardiovasculan Premature Atrlal Contmactions,
Syncope .
Central Nervous Hypertonia/Dystonia, Agitafion
System: ‘Paresthesia
Digestive: Hypersalivation
Musculoskeletal: Myalgta
Respiratory: Wheezing Decreased Lung Function
Skin and Appendages: Flushing, Pruritus .
Special Senses: Ambiyopia .
Urogenital: Cloudy Urine Green Urine
Incidence less than 1% - Causal Relationship Unknown
Anssihesio/MAC Sedation j
Body as a Whole: : ;Lstharﬁa, Awarenass, Chest Fever, Sapsis, Trunk
ain Pain
Extramities Pain, Fever, Whole Body Weakness
Inoreased Drug Effect,
Neck Rigidity/Stitiness, Trunk
Pain
Cardiovascuiar: Arythmia, Atriat Fibdlation, Armythmia, Arral
Atrioventricular Heart Block, Flbriifation, Bigeminy,
W, , Bundie Carndiac Arrest,
Branch Block, Cardiac Arrest,  Exirasyslole, Right
£0G Abnormal, Edema, +iart Failure,
Extmywa. H'::rt Bl&::k. Ventricular
ypertension, Myocardial
{nferction, Myocardi
ischémia, Premature
Ventricular
Contractions, ST Segment
Tachycardi i@m
LN 3
. r Fibrllation
Central Nervous Syster Abnormal Dreams, Aghation,  Chillls/Shivering
Amorous Behavior, Anxiaty, intracranial
ing/Je: 3 Hypertension,
ChillsiBhivering. Clonic/ Beiaures,
Myocloni: Movel 3 Somnolence,
Combativeness, Confusion, Thinkdng Abnormai
Deliflum, Depression,
Dizziness, Emolional
Labiity, Euphoria, Fatigue,
Hallycinations, Headache:
Hypolonia, Hystera,
insomnia, Moaning,
Neuropathy,

Opisthotonos, Rigidity,
Sglzuras, Somnolance,
Tremor,

Twitching
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Digastive: Cramping, Diarthea, Dry ileus, Liver Function

y Abnormal
Enlarged Parotid, Nausea,
Swallowing, Vomiting

Hematoiogic/Lymphalic: Coaguiation Disorder,
Leukocytosis

Injection Site: Hivesfitching, Phiebitis,
Redness/Discolomtion

Metabolic/Nutritional: Hyperkalamia, Myperdipemia BUN Increasad,
increased Craatinine,

Respiratory: Bronchospasm, Buming in Hypoxia
Throat, Cough, Dyspnea,
Hicoough, Hyper\rmtﬁauon,
Hypoventilation,
s,

Laryngospasm, PW“
Snaezing, Tactwpnsa Upper
Airway fath
Skin and Appendages: Conjunctival Hypsrama, ey
Diaphoresis, Urticaria
Special Senses. Diplopla, Ear Pein, Eye Pain,
Nystagrms, ‘Taste Parversion,

Urogenital: Otiguna, Urine Retention Kidney Fallure

DRUG ABUSE AND DEPENDENCE

Rare cases of self administration of DIPRIVAN Injectable Emulsion by health care professionals have been reported, Including some
l‘maﬂﬁas. DIPRIVAN Injectable Emulsion should be managed o prevent the risk of diversion, including restriction of access and accounting
P &8 appropriate to the clinical setling,

OVERDOSAGE

if overdiosage occurs, DIPRIVAN Injectable Emuislon administration should be discontinued immadiately. Overdosage is iikely to cause
cartioraspiratory deprassion. Respiratory depression shouk! be treated by adificial ventilation with oxygen. Cardiovascular depression may
require reposttioning of tha patient by raising the patient’s lags, increasing the flow rate of intravenous fluids and administering pressor
agents and/or anticholinergic-agents.

DOSAGE AND ADMINISTRATION

Dosgage and rate of administration should be h&vﬁuaﬂzed and titrated to the desirad effect, according to clinically relavant factors
inctuding preinduction and concomitant medications, age, ASA physical classification, and level of debitation of the patient.

Tha following is shmm dongc snd administration Information which is ondy intended ss n general guide in the use of
DIPRIVAN Injactable Emulsion. Prior lo administering DIPRIVAN injeciable Emuision, It is imperstive that the physician review and
ba completely famiflar with the spectiic dosage and :dnﬁnmnﬂon information- dmilus in the CLIKICAL PHARMACOLOGY ~
individuaiization of Dosage ssction.

W inthe c[d;dy, debliitated, or AGA IV patients, uﬁd bolus doses should not be the method of administration. {See

kml\m Clm Unit Sediation:

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTARNED DURING HANDLING. DIPTUVAN INSECTABLE EMULSION IS A
SINGLELSE PARENTERA PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE RATE OF GROWTH OF
MICHOCRGANI # THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPRIVAN INJECTABLE
EMULSION CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS T IS NOT AN Ammcnosmv PRESERVED
PRODUCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECHNIGUE MU ADHERED TO, PO NOT USE
3 CONTAMINATION IS SUSPECTED, (Sae DOSAGE AND ADWN!STHAHQN Handiing Pawedums) DiPﬁiVAN actabls Emulision
should be individualized acoording to the patients condition and response, blocd lipid profile, and vital signs -iCU
ndatx:n) For intubated, mechanically veniilated adult , intarsive Care Unit (ICU) sedation mould be nkmad wlth a
ntinuows nfusion in order 1o tivale to desired clinical effect ang minkmize hypotension. When indicated, initation anaduon should begin
f"a: 8 porksyfmin {0.3 miykg/h). The infusion rate should be increased by increments of 5 to 10 po/kg/min (0.3 to 0.6 moko/h} unbl the desired
& tevel of sacafion is-achieved. A minimum period of & minites between adjustments should be sllowed for onset of paak drug sfecl Most
1 aduit patients tequire maintenance ratas of § to 50 pg/kg/min (0.3 to 3 mg/kg/) or higher. Dosages of DIPRIVAN Injectable Emulsion
aheuld be reduced in pationts who have recelved large dosages of narcotics. Conversely, the DIPRIVAN Injectable Emulsion dosage
tequirernent gy be mdsaod by adequate management of pain with anaigesic agents. As with other sadatlve medications, thers Is
™ imerpatient vadability In dosage requinmens, and these reguirements may change with time. {See DOSAGE GUIDE} EVALUATION OF
5 LEVEL OF SEDATION AND ASSESSMENT OF CNS FUNCTION SHOULD BE CARRIED OUT DAILY THROUGHOUT MAINTENANCE TO
+e. DETERMINE THE MINIMUM DOSE OF DIPRIVAN INJECTABLE EMULSION REQUIHED FOR SEDATION (See CLINICAL TRIALS, ICU
Sedatior). Boius administration of 10 or 20 mg should only be used to rapidiy increase depth of sedation in patients whare hypotension is
not likely to otcur. Patients with compromised myocardial function, inlravascular volume daglstion, or abnommally fow vascular tone {ag,
o SOPEIS) mayﬁe ‘more suscspﬁbla to hypotension. (See PRECAUTIONS)

pnpwNs

Revise 1o generic name thoughout.
Fevise fo read “sodium metabisuifite (0.25 mg/ml).”

Revigse 1o rsad *mey.”

. Revise 1o boid.

. Revise to include a paragmph break.

Revise to read *CLINICAL PHARMACOLOGY, Clinlcal Trials, ICU Sedation.”
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metal toxicity. When used in this manner, it Is possible that as much as 10 mg of elemendal Zinc can be lost per day via this mechanism,

Although with DIPRIVAN injectable Emulsion there are no reporis of decreased 2inc levels or 2inc daficlency-related adverse events,

DIPRIVAN injectable Emulsion should niat be infused for longer than 5 days without providing & drug holiday to safely replace estimated or
2 magsured urine 2in losses.

L Al high doses (2-3 grams per day), EDTA has been ropnmd on rare occasions, 1o be toxic o the renal tubules. Studies to-date, in

l— EDTA i a strong chelator of trace metals — including zinc. Calcium disodium edetate has been used In gram quantiies 1o reat hesvy

patients with normal or impalred renal function have not shown any alteration in renat function with DIPRIVAN injectable Emuision
containing 0.005% disodium edetate, in patients at risk for renal impalmment, urinalysis and urine sedimant should be chacked before
initiation of sedation and then be monitored on altemate days during sedation.

BUMMARY OF DOSAGE GUIDELINES - Dosages and rates of gdministration in the following tabls shoukd bs individuallzed and titrated
1o clinical response. Safety and dosage requirements in pediatric patients have ordy been sstablished for induction and maintenance of
snesthesia. For complete dosage information, see CLINICAL PHARMACOLOGY - individuallzation of Dosags.

INDICATION DOSAGE AND ADMINISTRATION

induction of General Anesthesia
Healthy Adults Less Than 55 Years of Age: 40 mig every 10 seconds until induction onset {2 o 2.5 mg/kg).
Elderly, Deblittated, or ASA VIV Patients: 20 mg every 10 seconds umtil induction onsst {1 to 1.5 mg/kg).
Cardinc Anesthesia: 20 mg every 10 ssconds untif induction onset {0.5 to 1.5 mg/kg).
Neurosurgical Patients: 20 mg svery 10 seconds until incuction onset {1 16 2 mg/g)
Pediatric - healthy, 3 years of agee oroider 2.5 to 4.5 mo/kg administered over 20-30 seconds.

Mnénuwm of Gm% Alt’:vm mﬂ'?:m ¥ 0016200 Y
Adults s 55 Yeurs of ki ug/kg/min (6 to 12 mg/kg/h
Elderly, Debllitated, ASA WWIV ?&MAggm 100 jg/kg/min (3 to 6 my/kg/h
Girdlae Anesthesis: Most patients require:
Primary DIPRIVAN injectable Emulsion with Secondary Opioid 100 ~150 pg/kg/mi
‘Low Dose DIPRIVAN Injectabie Emulsion with Primary Oploki 50 - 100 pg/hkg/min (See CLINICAL
PHARMACOLOGY, Table 4)
Neurosurgical Patients: 100 1o 200 ug/kg/min {8 10 12 mg/kgh).
Padiatric - healthy, aymofags or otder: 125 to 300 pgfkg/min (7.5 to 18 mghg/h)

Malntenance of General Anesthesia: Intermiltent Bolus
Healthy Adults Less Than 55 Yurs of Age: Increments of 20 fo 50 mg &s neaded.

inltiation of MAC smalcn
Haalthy Adults Lass Than 55 Years of Age: Siow infusion or siow injection techniques are recommended lo avoid
apnea.or hypotension. Most patiants require s infusion of 100 to 150 ywm {6 to 8 mokgh) for 3 to § minutes
3 or & slow injaction of 0.5 my/kg over 3 to & minutes followad immediately by a maintenance infusion.
Elderly, Debilated, Neurosurgical, or ASA AV Patients: Most patients require dosages similar to heafthy adults.
Rapid boluses are to be avolded (See WARNINGS)

Maintsnance of MAC Sedation
mhmmsMSSYmdAgmAwiabh infusion technique is preferabie over an intermittent
boius technigue. Most patients require an infusion of 25 1o ?5uWﬂin(t$to45Wh)arfmmma£wm
doses of 10 mg or 20 my.
In Elderly, Debliitated, Neurosurgicsl, or ASA IV Patients: Most patients require 80% of the usual adult dose.
A mpn {single or repeatad) bolus doge shouki not be ueed, {Ses WAﬁNENQS}

initlation end mtntemmc of :cu Sedation Inlatubated, Mechanically Ventilated
Aduit Patients - Bacause of ihe lingering effects of previous anesihetic or sedative agenis, in most patients the
inifial infusion should be 5 ug/kg/min (0.3 g/kg/h) for at least 5 minutes. Subsequent ncrements of 5 to 10
pgfka/min (0.3 1o csmwn}mrstom mmum maybé used unlil desired favel of sedation is achieved.
- Mdintenance rates of 5 to 50 pg/kgimin {0, mykg:})wmmy»mdm.smnﬁmothn;c!
satiztion and asssssment cfcﬂsmncamnmtd grvind out dally throughout meintenance 1o detemine
the minimum dose of DIPRIVAN injectable Emulaion required for sadation,
The tubing and any unused portions of DIPRIVAN injectsble Emutsion should be discarde after 12 hours
because DIPRIVAN Injectabis Emulsicn contding no preéssrvatives and is capable of supporting growth of
microorganisms. {See WARNINGS, and DDSAGE AND ADMINISTRATION.)

Competibliity and Stability: DiPRIVAN injectable Emulsion shauld not be mixed with other therapeutic agents prior to administration.

Dilution Prior to Administration: When DIPRIVAN injectable Emulsion Is dilited prior to administration, it should only be diluted with
§% Dexirose injection, USP, and it should not be diluted to & cancentration lese than 2 mg/ml. because 1 is an emuision. in diluted form, it
has bean shown to be maors stable when in comact with glass than with plastic (85% potency after 2 hours of nunning Infusion in plastic).

Administration with Other Fluids: Compatibility of DIPRIVAN Injectable Emuision with the coadministeation of biood/serum/plasma has
not been established. {See WARNINGS.) DIPRIVAN injectable Emulsion has been shown o be compatibie when administered with the
following Imravenous fuids:

[T -5% Dextrosa Injection, USP
4 - 6% Dextrose and 0.46% Sodium Chioride injaction, USP
- Lactated Ringers Injection, USP
L - 5% Dextrose and 0.2% Sodium Chioride Injection, USP
~ Lactated Ringers and 5% Dextrose Injection

Sevmerimansorenne

1.

2C>nie‘teE9

anaric name thoughout.
A tormulation spocvﬁc infarmation.

3. Revise o read “mep.”
4. Revise 1o read “-Dextrose Injection {5%), -Lactated Ringers Injection, -Lactated Ringers and Dextrose (S%J -Dextrose (5%) and Sodium Chioride

{0.45%} Injection, -Dextrase (5%}, and Sodium Chioride (0.2%} Injection.”
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Assembly instructions for Prefilled Syringe
1. Remove the Luer conneclor from packaging.

2. Remove glass syringe barrel from tray and chack for cracks o leaks, Shake. Remova the biue plastic cover.
Disinfect the rubber stopper using alcohiol swab provided in package. Allow to dry.

3. Puil off needis cover from Luer connector. The bevel of the needie spike is slightly bent (c-ip} o prevent
potential corng.

4. Stand the syringe barre! vettically on a hard surface and push Luer connsctor on 1o syringe barrel 8o needia
panetrates rubber seal and connector slides ovar the blue seal urti! firmly seated. (Fig. 1)

5. Add plunger rod by screwing clockwise. CAUTION: the rod must be fully screwed on, otherwise it may detach
which could result in siphoning of the sytinge contents. (Fig. 2)

6. Unscrew Luer cover and remove excess nitrogen gas from the syringe (a small nitrogen gas bubble may
e remain). Assemble administration line and connect syringe.

Handling Procedures

General: Parentaral drug products shoukd be inspected visually for particulale matter and discoloration prior fo administration whenaver
solution and container permit. .

Clinical experience with the use of in-fine filters and DIPRIVAN Injectable Emulsion during anesthesia or ICUMAC sedation is iimited.
DIPRIVAN Injactable Emulsion shouki only be administerad through a filter with a pore size of 5 microns or greatsr unless it has been
demorstrated that the filter does not resirict the flow of DIPRIVAN injectable Emulsion and/or cause the breakdown of the emulsion. Filters
should bs used with caution and where chinically appropriate. Cortinuous monitoring is necessary dus to the potentisl for restricted flow
and/or breakdown of the emulsion. .

Do not use if there is evidence of separation of the phases of the emulsion.

Rare cases of self administration of DIPRIVAN. Injactable Emuision, by heatth care professionals have been reported, including soms
tatalities {See DRUG ABUSE AND DEPENDENCE). .

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. DIPRIVAN INJECTABLE EMULSION 15 A

SINGLE-USE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE HATE OF GROWTH OF 3
* MICROORGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPRIVAN (NJECTABLE .

EMULSION CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS IT IS NOT AN ANTIMICROBIALLY PRESERVED i

PRODUCT UNDER USP STANDARDS, ACCORDINGLY, STRICT ASEFTIC TECHNIQUE MUST STILL BE ADHERED TO. DO NOT USE !
* IF CONTAMINATION IS SUSPECTED: DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE REQUIRED TIME LIMITS [SEE

DOSAGE AND ADMINISTRATION, HANDLING PROCEDURES). THERE HAVE BEEN REPORTS # WHICH FAILURE TO USE

ASEPTIC TECHNIOUE WHEN HANDLING DIPRIVAN INJECTABLE EMULSION WAS ASSOCIATED WiTH MICROBIAL

ggl{_{l:ﬂﬂAﬂOﬂ OF THE PRODUCT AND WITH FEVER, INFECTION/SEPSIS, OTHER UFE-THREATENING ILLNESS, AND/OR

Guideline for Aseptic Technique for General Anesthesia/MAC Sedation: DIPRIVAN Infectable Emuigion should be prepered for use :
just prior to inftiation of each Individus! anesthetic/sedative procedure, The ampute neck surface or viai/prefilled syringe rubber stopper 4
should be disinfected using 70% isapropyt alcohol. DIPRIVAN injectable Emulsion should be drewn Iinfo starile syringes immedialely alter
4 ampules or vials are opaned. When withdrswing DIPRIVAN Infectable Emulsion from vals, a sterile vent spike should bs used. The
syringe{s) shouid be labeled with appropriate information including the date and time the ampuie or vial was opened. Administration shouid
L.commence promptly and be completed within £ hours after the ampules, vials, and/or prefiliad sytinges have beon opened.

DIPRIVAN Jnjectable Emulsion should be prepared for single patient use only. Any unused ns of DIPRIVAN injsctable Emuision,
teservoirs, dedicated administration tubing, and/or solutions containing DIPRIVAN Injectable En n must be discarded at the end of the
anesthetic procedure or at & hours, whichever ocours sooner. The IV ine should be flushed svery 6 hours and at the end of the anesthatic
procedure to removs residual DIPRIVAN injectable Emulsion,

Guidalines for Aseptic Technique for ICU Sedation: When DIPRIVAN Injectable Emulsion Is administered directly from the vial, strict
aseptic.techniques must be foliowed. The vial.rubber stopper should be disinfected using 70% iscpropy! alcohdl. A sterile vent spike and
storle tubing must be used for administration of DIPRIVAN Injectable Emulsion. As with other lipkd emuisions, the number of IV Ene
manipulations shouks ba minimized. Administration should commence promptly and must be compieted within 12 hours after the vial has
baeen spiked. The tubing snd any unused portions of DIPRIVAN Injectable Emulsion must be discarded after 12 hours.

#DIPRIVAN Injectable Emuision is transferred to a syringe or other container prior &0 adrmnislmﬁaﬁ, the handling procedures for general
anesthesiaMAC sedation shouid be followed, and the product should be discarded and administration fines changed afier 6 hours.

e )

pop o

Revise 1o generc name thoughout,

Revise 1o Gensla Slcor's syringe assembly instruction.
. Bevise to read “sodium metabisuifite (0.25 mg/mi).”
Remove ampuie references.
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=" HOW SUPPLIED
DIPRIVAN injectable Emulsion is available in uidy to use 20 mL ampules, 50 mi infusion vials, 100 ml infusion vials, and 50 mL. 2
profillad syringes containing 10 mg/mL. of propofol. -
20 ml. ampules (NDC 0310-0300-20}

50 ml infusion viale (NDC 0310-0300-50)
100 mb infusion vials (NDC 0310-0300-11)
50 mi. peefilied syringes (NDC 0310-300-54)

Propotol undergoes oxidative degradation in the prasence of oxygen, and is therefore packaged under nitrogen to siminate this

degradation path.
Store bstween 4°-22°C (40°-72°F). Do not freeze. Shake wall bajore use.

1 _ Manutactured for 3

A Bussiness Unit of Zensca inc,
Wilmington, Delaware 19850-5437

Rev L 8/99 SIC 6410403

-

( 1. Revise to generic name thoughout.

2. Revise reference from “ampule” to "“vial”
3. Revise o Gensia Sicor's “HOW SUPPLIED” and manufacturing information, which will include & 200 mL vial sized product.
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Attachment 2

Medical R'ation!ale for the Propésed Product
Included as Statement of Grounds
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Medical Rationale

Propofo! Injectable Emulsion 1%, 2000 mg/200 mL

- PHARMACOLOGY:

~ Propofol Injectable Emulsion 1% is an intravenous sedative-hypnotic agent for use in

- the induction and maintenance of anesthesia or sedation. A therapeutic dose of
propofol produces hypnosis rapidly, usually within 40 seconds from the start of an
injection. The half-time for blood brain barier equilibrium is approximately 1-3 minutes
which accounts for the rapid induction of anesthesia.

, Pharmaéodynamaé properties of propofol are depehdent upon theraﬁeutic btood
concentrations. Steady state blood concentratnons are generaﬂy proportional to
infusion rates.

The ;ﬁharmacnkmetacs of pé’opm‘el are well described by a three compartment linear
mode! with compartments representing the plasma raptdly ethbratmg tissues, and
slowly equ:!;bratmg ttssues

INDICATIONS FOR USE: .

Propofol Injectable Emulsion 1% is an intravenous sedative-hypnotic agent that can be
used for both induction and/or maintenance of anesthesia as part of a balanced

- anesthesia technique for Enpatient and outpatient surgery in adults and children 3 years
of age or oider ‘

Propofol, when' administered mtravenously as dlrected can be used to initiate and

maintain monitored anesthesia care (MAC) sedation during diagmsiac precedures in
-adults. _

Propofoi may be used for MAC sedation in conjunctxon with ioca!/regmnai anesthesia in
patients imdergamg surgical procedures.

Propofol may also be used for continuous sedation and control of stress responses in
intubated, respiratory controlled adult patients in Intensive Care Units (“ICU").

DOSAGE:

Dosage and rate of administration should be individualized and titrated to the desired
effect according to clinically relevant factors.
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Propofol dosing gusdel;nes for anesthesia maintenance are set forth in the Diprivan®
package insert:

100 — 200 mcg/kg/min
50 — 100 mcg/kg/min
100 - 200 mcg/kg/min ,

(6 — 12 mg/kg/hr)
(3 — 6 mg/kg/hr)
(6 - 12 mg/kg/hr)

Adu!téi < 55 years of age
Elderly
Neurosurgical patients

Propofoi dosmg guidelines for the maintenance of ICcuU Sedaticn are set forth in the
Diprivan® package insert:

Maintenance rates of 5 — 50 mcg/kg/min (0.3 — 3.0 mg/kg/hr) or hsgher may be
required.

The mean dosagé for all patients is 27 mcg/kg/min (1.6 mg/kg/hr)

The mean dosage for patients >55 years old is 20 meg/kg/min (1.2 mg/kg/hr)
The mean dosage for pattents <55 years old is 38 mcg!kg/mm (2.3 mg/kg/hr)

Table 1

Dosing Adult Anesthesia Maintenance infusion
3 Hour Procedure

Hypothetical adult dosages for maintenance mfusxon and ICU Sedation are presented
inthe fol!ow:ng Tables 1, 2, and 3. :

Weight (kg) Weight | : Mamfenaace Rate
- |+ (ibs) " 3 mglkg/hr e mglkg/hr | 9mglkglhr | 12 mg/kglhr
50 kg. T100bs. | 450 mg 900 mg 1350 mg 1800 mg
60 kg - 132 Ibs. 540 mg 1080 mg 1620 mg 2160 mg
70 kg 154 Ibs. - 630 mg 1260 mg 1890 mg - 2520 mg
80 kg 176 Ibs. 720 mg 1440 mg 2160 mg 2880 mg
80 kg 198 Ibs. 810 mg 1620 mg 2430 mg 3240 mg
. Table 2
Dosing: Adult Anesthesia Maintenance Infusion
5 Hour Procedure
Welght (kg) Weight - Maintenance Rate
(bs.) -~ | 3mg/kg/hr | 6mglkg/hr | 9mglkglhr | 12 mg/kglhr
50 kg 110 Ibs. 750 mg 1500 mg 2250 mg 3000 mg
60 kg 132 Ibs. 900 mg 1800 mg 2700 mg 3600 mg
70 kg 154 |bs. 1050 mg 2100 mg 3150 mg 4200 mg
80 kg 176 lbs. 1200 mg_ 2400 mg 3600 mg 4800 mg
80 kg 198 Ibs. 1350 mg 2700 mg_ 4050 mg 5400 mg
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Table 3
Dosing: Aduilt ICU Sedation
12 hour infusion

, Weight Weight ’ Infusion Rate
- (k) (bs.) | 4.2 mglkg/hr | 1.6 mglka/hr | 2.3 mglkglhr | 3.0 mglkg/hr

50 kg 110 lbs. 720mg 960 mg 1380 mg . 1800 mg
60 kg 132 Ibs. 864 mg 1152 mg 1656 mg 2160 mg
70 kg 154 Ibs. 1008 mg 1344 mg 1832 mg 2520mg
80 kg 176 Ibs. 1152 mg 1536 mg 2208 mg 2880 mg
90 kg 198 Ibs. 1296 mg - 1728 mg 2484 mg 3240 mg

RATIONALE:

The currently marketed breduct, Diprivan® (propofol injectable emulsion 1%) is available

[in four (4) sizes: 200 mg/20 mL single use ampoule, 500 mg/50 mL single use vial,

1000 mg/100 mL single use vial, and 500 mg/50 mL prefilled syringe. As indicated in

~ the hypothetical case data set forth in Tables 1, 2, and 3, adult dosages for
- maintenance infusion and ICU Sedation more than 2000 mg per procedure are
~common place. The dose of the reference listed product (propofo! injectable emulsion

1%) can be considerable in the operatmg room and in the mtenswe care setting based
on the indications. :

The proposed product size, 2000 mg/200 mL in.a 200 mL single use vial, will provide
the practitioner with a wider range of dosing fiexibility, especially for adult surgical
patients who require higher doses of propofol to maintain anesthesia; or for adult
surgical patients undergoeng longer procedures; or for larger adult patients requiring
ICU sedation.

The proposed product siﬂze, 2000 mg/200 mL in a 200 mL single use vial, does not pose

- & question of safety or effectiveness because the uses, doses, and route of

administration of the proposed product are the same as those of the reference listed

- drug. The sole difference is the total amount of drug in the container. The 2000

mg/200 mL drug product has the same concentration of the active and inactive |

/ingredients as that of the reference listed drug product (10 mg/mL).

Market research indicates that the proposed 2000 mg/200 mL product would be

- advantageous for practitioners as the 2000 mg/200 mL size more closely approximates

some of the dosing actually required for a typical patient.

Additionally, the 2000 mg/200 mL size would reduce the number of times a practitioner
would need to hang a new propofol infusion. This is critically important because,
although the proposed product contains sodium metabisulfite (0.25 mg/ml.) to retard
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“microbial grov)th, Propofol Injectable Emulsion 1% can still support the growth of
microorganisms and is not considered a preserved product under USP standards. The
availability of a 2000 mg/200 mL strength would enhance patient safety.

~ The availability of Propofol Injectable Emulsion 1% in a single use vial with a strength of

. 2000 mg/200 mL may result in a reduction in patient cost and waste disposal compared

“to Diprivan® because the larger vial size contains propofo! in an amount that is closer to
dosages required for selected patients undergoing certain kinds of procedures.

SUMMARY:

in summary, the availability of Propofol Injectable Emuilsion 1% in a 2000 mg/200 mL
single dose vial will offer dosing flexibility, convenience, enhanced patient safety and
‘cost saving advantages over Diprivan®, which is currently available in a 200 mg/20 mL
ampoule, 500 mg/50 mL vial, 1000 mg/100 mL vial, and 500 mg/50 mL prefilled
syringe. Specifically, since doses of approximately 2000 mg are common when using

an annroved reaimean. the nronosad 2000 ma size offers the advantane of ﬂ avihiihy and
y!-’ AT ] lhannu) l’ SE IS, P vP PN L WIS “'8 it WIERAEND A Tl SAWAY A Lﬂvv Wi ru‘l\luutsy L= LR ]

s convenience to the practitioner (saves time and money), reduces the possibility of a
&', \ dosing error (vial contents may be closer to the actual dosage required), and enhances
- : patient safety (reduces the opportunity for product misuse that could introduce microbial

and/or particulate contamination to the sterile product.) =~ '

~ The proposed drug product size is intended for use only as described in the
Iindications and Usage and Dosage and Administration sections of Gensia Sicor's
draft package insert, provided in Attachment 1. Please note that Gensia Sicor is
-aware of the recent Diprivan labeling guidance dated February 2001, and have been in
discussions with Mr. Don Hare, Special Assistant, Office of Generic Drugs, and with. Mr.
Jeeq Min, Project Manager, Office of Generic Drugs, with regard to the pediatric
exclusivity granted fo AstraZeneca in relation to this labeling guidance. Mr. Hare
advised that Gensia Sicor not revise the generic [abeling pursuant to the fabeling.
guidance-at this time, because of the relation of the labeling to the pediatric exclusivity
granted to AstraZeneca. Therefore, Gensia Sicor's draft package insert is appended
baseid on the package insert for D:pnvan‘*" (Propofol Injectable Emulsion 1%) dated
August 1999, since the FDA has not settled the issue about the pediatric claim and
impact of the pediatric exclusivity.

labeling for the proposed drug is essentially identical to that of AstraZeneca’s Diprivan®,
but d‘ffers anly with respect to the description of the product, product name,
preservative, the how-supplied statement, and the specific manufacturer's information.

App?nded in Attachment 3 is the package insert for Diprivan®, AstraZeneca. The
|
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We believe that the information presented in this correspondence for Propofol
injectable Emulsion 1% with 0.025% Sodium Metabisulfite supports our claim that the
product size is suitable for a supplement to an abbreviated new drug application.

- REFERENCES:
1. Package insert for Diprivan® (Propofol Injectable Emuision 1%). Revised August
1999. ,
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- Attachment 3
Astra Zeheca
Diprivan® (propofol injectable emulsion 1%)
- Package Insert |
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Rev L B/89 SIC B4104-03
PROFESSIONAL INFORMATION BROCHURE

WNJECTABLE EMULSION FOR IV ADMINISTRATION
DESCRIPTION

DIPRIVAN Injectable Emuision is a sterile, nonpyrogenic emulston containing 10 mg/mi. of propotol suitable for intravencus
administration. Propofol is chemacally deseribed as 2,6~ dilsopropyiphenol and has a molecular weight of 178.27. The structural and
molecular formulas are:

OH
{CHy)r CH CH {CHg)e

CiuHip0

Fmpefoi is very slightly soluble in water and, thus, is formuisted in & white, oil-in-water emuision. The pKa is 1. The cotanoliwater
rtition cosfficient for propofol is 6761;1 ala pH of 6-8.5: In addition to the active component, propofol, the formulation aiso contains
snybean oll (100 mg/mL ), giycerol (22.5 mg/mL), egg lecithin (12 mgimL), and disodium etetate (0.005%); with sodium hydroxide to adjust
pH. The DIPRIVAN Injectable Emulsion Is isofonic and has apH of 7-8.5.

STRICT ABEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING, DIPRIVAN INJECTABLE EMULBION IS A
SINGLE-USE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE RATE OF GROWTH OF
MICRODRGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPRIVAN INJECTABLE EMULSION
CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS IT 15 NOT AN ANT! IMICROBIALLY PRESERVED PRODUCT UNDER
USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECHNIQUE MUST STILL BE ADHERED TO, DO NOT USE IF CONTAMINATION
IS SUSPECTED. DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE REQUIRED TIME LIMITS (SEE DOSAGE AND
ADMINISTRATION, HANDLUING PROCEDURES) THERE HAVE BEEN REPORTS IN WHICH FAILURE TO USE ASEPTIC TECHNIQUE
WHEN HANDLING DIPRIVAN INJECTABLE EMULSION WAS ASSOCIATED WITH MICROBIAL CO!\ITAMINATIGN OF THE PRODUCT
AND WITH FEVER, INFECTION/SEPSIS,; OTHER LIFE-THREATENING ILLNESS, AND/OR DEATH,

CLINICAL PHARMACOLOGY

General: DIPRIVAN Infectable Emuision is an intravenous sedative-hypnotic agent for use in the induction and maintenance of
or sedation. Intravenous Injaction of a therapeutic.dose of propotol produces hypnosis rapidly with minimal excitation, usually
within 40 saconds from this start of an injection (the time for one arm-brain circuiaﬁm) As with other rapidly acting intravenous anssthetic
mmmmmmmmmeqmlm is approgimately 1 to 8 minutes, and this accounts for the mﬁﬁm&cnoﬁmamﬁ“

Pharmacodynamics: Phammacodynamic properties of propofol are dependent upon the therapestic blood propofot concentrations.
Steady state propofol blood conceitrations are genarally proportional to Infusion rates, espscially within #n individual patient, Undesirable
sids sffects such ss cardiorespiratory depression are-kely to ocour at highar bloodd concentrations which resuft from bolus dosing or rapid
m:z in infusion-raté. An adequate interval {3 to 5 minutes) must be aliowed betwesn clinical dosage adjustments it order 1o assess

rug effects.

The hémadynarric affects o! DIPRIVAN Injectable Emulsion durdng induction of anesthesia vary. if spoentanecus vertiiation Is maintained,
tha major cardiovascular effects are arterial hypotension (sometimes greater than & 30% decrease) with litfle or no change in heart rate arc
appreciable decrsase In caftiac output. f ventilation is assisted or sontrolied (positive pressure ventilation), the degree and indidence of
dlcmase in cardiac output gre accentuated. Addiion of & potent opioid (og ferdanyl) when used as a premedicant further decreases
cardiat ousput and respiratory drive.

i amsmpaia is contihuad by intusmn of DIPRIVAN injectable Emulsion, the stimulation of andotracheal intubation and surgery may
return arlerial preasure fowands ndrmal, However, cardiac output may remain depessed. Comparative clinical studies have shown that the
nemodynamic effects of DIPRIVAN Injectabie Emulsion during %Mucnon of anssthesia are generally more pronounced than with other IV
inductiors agernts mchtsonany used for this purpose.

Clinfcal and preclinical studies suggest that DIPRIVAN Injectable Emulsion Is rarsly associated with slevation of plasma histamine lovels.

induction of anesthesia with DIPRIVAN Inj le Emuision is frequently associated with apnsa in both adults and chiidren. in 1573 adult
pationis who received DIPRIVAN Injectable Emulsion (2 10 2.5 mg/kg), apnea lasted less than 30 seconds in 7% of patients, 30-60 seconds
in 24% of patients, and more than 60 geconds in 12% of patients. in tha 213 pediatric patients between the ages of 3 and 12 years
assessable jor apnea who recelved DIPRIVAN injectable Emulsion (1 10 3.6 mg/kg), apnea lasted less than 30 seconds in 12% of patients,
30-60 secands in 10% of patients, and more than 60 seconds in 5% of patients.

During mairtenance, DIPRIVAN Injectabie Emulsi d in ventilation usually associated with an increase in carbon
dm;da tension which may be marked depending upon the rate a! adminietration arxd other concurmant medications {8g, opioids, sedativas,
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During monilored anesthesia care {(MAC) sedalion, altsrtion must be given to the cardioreapiratory effects of DIPRIVAN Injectable
Emulsion. Hypetansion, oxyhemogiobin desaturation, apnea, airway obstriction, and/or oxygen desaturation can-occur, especially foliowing
a rapld bolus of DIPRIVAN injaciable Emulsion, During initiation of MAC sedation, slow infusion or slow injaction techniques are preferable
over mpid bolus administration, and during maimtenance of MAC sedation, a variable rate infusion is prefarable over intemnittent bolus
administralion in ordsr to minimize undesitable cardiorespiralory effects. in the elderly, debilitated, or ASA VIV patients, rapld {single or
repeatsd} bolus dose administration shouid not be used for MAC sedation. (See WARNINGS) DIPRIVAN injoctable Emulsion is not
recommended for MAC sedation in children bacause safety and eifectiveness have notbeen established.

Ciinical ;tudlas in humans and studies in anlmals show that DIPRIVAN injectable Emulsion doss not éuppwss the adranal response to

Prefiminary findings in patients with normal intraocular pressure-indicate that DIPRIVAN Injectable Emuision anesthesia produces a
dacreass in Intraocular pressure which may be associaled with 8 concomitan! decrease in systemic vasculas resistance.

Animal studies and limited experience in susceptivle patients have not indicated any propensity of DIPRIVAN Injectable Emuision to
induce malignant hyperthemia.

Studies to date indicate that DIPRIVAN lnjectable Emuision when used in combination with hypocarbia increases cerebrovascular
registance and decreases cerebral blood flow, cerebral metabolic oxygen consumption, and intracranial pressure. DIPRIVAN Injectable
Emulsion does not affact cerebrovascular reactivity 1o changes in arierial carbon dioxide tension (sse Giinical Trials - Neurcanasthesia).

Hemosiderin deposits have besn observed in the liver of dags receiving DIPRIVAN injectabls Emuision containing 0.005% disodium
edetate over a four week period; the clinical signtiicance is unknown,

Pharmacokinetics: The proper use of DIPRIVAN Injectable Emulst quires an understaniing of the disposition and elimination
characteristics of propofol. :

The pharmacokinetics of propolol sre well described by a three compartment linear model with compartments representing the plasma,
rapidly squilibrating tissues, 8nd slowly equilibrating tasues.

Following an IV bolus dose, there is rapid squlibration between the plasma and the highly perfused tissug of the brain, thus accounting
for the rapid onses of anesthesia. Plasma Jevels initially deciine rapidly as a result of both mpid distribution and high metabelic clearancs.
Distribution accourits for about half of this deciine following a bolus of propofol.

However, distribution is not constant over fime, but decreases as body tissues equilibrate with plasma and become saturated: The rate at
which equifibration occurs is a function of the rate and duration of the infusion. When equilibration occurs there is no longer a net transfer of
propofol between tissues and piasma.

Discontinuation of the recommended doses of DIPRIVAN injectable Emulsion after the maintenance of anesthesia for approximatsly one-
hour, or for sedation in the ICU for one-day, results in a prompt decrease in blood propofol concentrations and rapid awakening. Longer
infusions (10 days. of ICU sedation) result In accumuiation of significant tissue siores of propofol, such that the reduction in circulating
propofol is slowed and the time {o awakening is incrsased..

By dally titration of DIPRIVAN Injectable Emuigion dosage to achieve only the minimum aftective therapeutic cancaniration, tapid
awakening within 10 to 15 minutes will occur even after fong-tenm admirkstration. If, however, higher than necessary infusion levals have
besn m:ﬁnmt:hb-d for & long time, propofol witl be redistributed from fat and muscle to the plasma, and this retum of propofol from peripheral
tissues w recovery.

The figure balow Hilustrates the tall of plasma propofol levels following ICU sedation infusions of various durations.

106 - e TRIGE! plastn conpentration
5 - Recowery altér:
[ : 10 day infasion
075 - 40 hour idusian
. " 1 hour infasion
g‘%uso-~~~ Sl . ey
g.v' -
s 055+
L 1&
8400 -

;6,2;&;‘,9763;&3
Mingies siter end of infusion

The large contribution of distribution (sbout 50%) to the fall of propofol plasma levels following brief infusions means that after very long
Infusions (at steady state}, about half the initial rate wilt mainiain the same plasima levels. Failure 1o reduce the infusion rate in patienis
recelving DIPRIVAN Injectable Emulsion for extended pariods may resuft in excessively high blood concentrations of the drug. Thus, tiration
to clinical response and dally evaluation of sadation levels are Important during use of DIPRIVAN Injectable Emulslon infusion for ICU
sedation, especially of long duration.

Adults: Propofol clearance ranges from 23-50 rl/kp/min (1.6 to 3.4 Umin in 70 kg adults), It is chiefly eliminaled by hepatic conjugation
10 inactive metabolltes which are éxcreled by the kidney. A glucuronide conjugate accounts for about 50% of the administered dose.
Propofol has a steady state volume of distribution (10-‘43{ infusion) approaching 60 L/kg In healthy aduits. A difference in pharmacokinetics
due to gender has not bean obsearved. The terminal half-lite of propofol after 2 10-day infusion is 1 1o 3 days.
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Gerlatrics: With increasing patient age, the dose of propolol nseded to achieve a defined anesthetic endpoint (dose-requirement)
decraases. This does hot appear to be an age-related change of pharmacodynamics or brain sansifivity, as measured by EEG burst
suppression, With increasing patient age phanmacokinetic changes are such that for a given 1V bolus dose, higher peak plasma
concentrations occur, which can explain the decroused dose requirement. Thesa higher peak plasma concentrations in the eiderly san
predispose palients to cardiorespiratory eHects inciuding hypotension, apnea, alrway obstruction and/or oxypen desaluration. The higher
pissma levels reflact an age-reiated decrease in volume of distribution and reduced intercompartmentai clearance, Lower doses are thus
recommended for inftiation and maintenance of sedatiorvanesthesia in eiderly patients. (See CLINICAL PHARMACOLOGY -
individisalization of Dosage)

Pediatries: Thé pharmacokinetics of propotol were studied in 53 chikiren between the ages of 3 and 12 years who received DIPRIVAN
injectabie Emuision for periods of approximately 1-2 hours. The observed distribution and clearance of propafol in these children was similar
fo aduits.

Orgun Fallure: The pharmacokinetics of propofof do not appear 1o be different in people with chronic hapatic cirosis of chroric renal
Impairmant compared to adults with normal bepatic and renal function. The effects of acute hepatic or renal failure on the pharmacokinetics
of propofol have not been studied.

* Glinical Trials

Anesthesia-and Monitored Anesthesla Care (MAC) Sedation: DIPRIVAN Injectable Emulsion was compared to intravenous and
inhalational anesthetic or sedativa agents In 91 tdals involving a total of 5135 patierts. Of these, 3384 received DIPRNAN Injectable
Emuision and comprised the overall safety database for anesthesia and MAC sedation. Fifty-five of these trials, 20 for anesthesia induction
and 35 for induction and maintenance of anesthesia or MAC sedation, were canied out in the US or Canada and provided the basis for
dosage recommendalions and the adverse eveni profile during anesthesia or MAC sedation.

Padistric Anssthesia: DIPRIVAN Injectabis Emulsion was compared fo standard anesthetic agents in 12 clinical trals involving 534
patients DIPRIVAN Injectable Emulsion. Of these, 340 were from US/Canadian clinical trials and comprised the overall safety
database for Pediatric Anssthesia.

TABLE 1. PEDIATRIC ANESTHESIA CLINICAL TRIALS
Patients Recelving DIPRIVAN injectable Emulsion Madian and (Range}

Induction Only Induction and Maintenance
Number afeglzmag&' 2 5243 s 1%‘;;‘9
induction Bolus Dosages .5 mgikg m
injection D e @s8)
uration ss8c
, (6-45) )

Maintenance Dosage — 181 pg/kg/min

. {107-418)
Maimenance Duration — 78 min

{29-268)

*Body weight not recorded for one palient.
Neuroanesthesia i

DIPRIVAN Injectable Emulsion was sludied in 50 patients undergoing craniotomy for supratentorial tumors in two clinical trials. The mean
lesion size {anerdorposterior and lateral) was 31 mm-and 32 mm in one trial and 55 mm and 42 mm in the Other wial, respectively.

TABLE 2. NEUROANESTHESIA CLINICAL TRIALS
Patients Receiving DIPRIVAN injectable Emulsion Median and (Rangs)

induction
Bolus Maintenancs Maintenance
No. of Dosage Dosaga ‘Duration
Patient Type Patients  (mgfkg)  (ug/kg/min} {min)
Craniotormy
Patients 50

1.8 146 285
{0.568)  (88-425) (48-622)

In 10 of these patients, DIPRIVAN Injectable Emwision was administered by infusion in a controtied clinical irlal to evaluats the effect of
DIPRIVAN Injectable Emulsion on cerebrospinal fiuid pressure (CSFP). The mean arterial pressurs was maintained ralatively constant over
25 minutes with a change from baseline of -4% = 17% {miean = SD}, whersas the percent change In cerebrospinal fluid pressure (CSFP)
was ~48% = 14%. As CSFP is an indirect measure of intracraniat pressure (JCP), when given by infusion or siow bolus, DIPRIVAN injectable
Emuision, in combination with hypacarbla, Is capable of decreasing ICP independent of changes in antetial prassure.

Intensive Care Unit (ICU) Sedation: DIPRIVAN Injectable Emulsion was compared to benzodiazepines andior opiolds in 14 clinical trals i
irvolving a total of 550 1CU patiants. Of these, 302 received DIPRIVAN Injectable Emulsion and comprise the overall:safety database for

1CU sedation, Six of these studies were carried out in the US or Canada and provide the bagis for dosage recommendations and the
adverse avent profile.

Information from 193 literature reports of DIPRIVAN injectable Emuision used for ICU sedation In over 950 patients and information from
the clinical trials are summarized below:
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TABLE 3. 1CU SEDATION CLINICAL TRIALS AND LITERATURE
Patients receiving DIPRIVAN injectable Emulsion Median and (Range}

Number of Sedation
Patients Sedation Dose Duration
!?U Patient Trgls  Lterawma  pghg/min  mghkgh Hours
ype :
Post-CABG 41 —— 11 66 10
{0.1-30) (0.006-1.8) (2-14)
— 334 {5-100) {.3-8) (4-24)
Postsurgical 80 - 20 12 18
{863} {0.4-3.2) {0.3-187)
— 142 (23-82) (1.44.5) {6-96)
Neuro/Mead
Trauma 7 - 25 1.5 168
{13.37) (0.82.2) {112-282)
— 184 8.3-87) (0.85.2) (B hr-5 days)
Medical 49 — 41 25 72
{8-131) {0.57.9) {0,4-337)
- 78 @3.362) (0.237) {4-96)
Special :
Patients
ARDS/Resp.
Fallure - 56 {10-142) (0.6-8.5) (1 hr-B days)
COPD/Asthma  — 49 {17-75) (145 (1-8 days)
Epilepticus — 15 (25-167y (1.5-10) (121 days)
Tetanus — H {6-100)  (0.3-6) {1—25 days}
Triads {Ingividual patients from chinical stuclies)
Uiterature (Individual patients from published reporis)
CABG {Coronary Antery 5ypas Graft)
ARDS (Adult Riespiratoty Distress Syndrome}

Cardiac Anesthesia; DIPRIVAN Injectable Emulsion was evalusted in 5 ciinical trials corducted In the US and Canada, involving a total
of 569 patients undergoing coronary artery bypass graft (CABG). Of these, 301 patients received DIPRIVAN Injectable Emuision. They
comprise the safaty database for candiac anesthesia and provide the basis {or dosage recormmendations In this patient popuiation, in
corijunction with reports in the published Herature.

Individualization of Dosage

GENERAL: STRICT ASEPTIC TECHNIQUE NUSYT ALWAYS BE MAWTAINED DURING HANDLING. DIPRIVAN INJECTABLE
EMULSION IS A SINGLEXUSE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE RATE OF
GROWTH OF MICROORGANISMS IN THE EVEN‘%?EF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPHIVAN

USE IF CONTAMINA . DIS D IRED TIME
LIMITS (SEE ﬂQSAGﬁ ANG mmmmmou, HANDLING PROCEDURES). THERS ﬁAVE BEEN REPORTS IN WHICH FAILURE TO
USE ASEPTIC TEC| RIVAN INJECTABLE EMULSION ASSOCIATED WITH SECROBIAL
mmmn OF THE PRODUC’! AND WITH FEVE&. INFECTION/SEPSIS, G‘!‘Hﬁﬂ m«ma&n«m@ RLNESS, AND/OR

mﬂmmﬂmamm are generally proportiona! to infusion rates, especially in individual patients. Undesirable
stfects such as cardiorespinatory depression are likely to occur at higher blood concentrations which result from boius dosing or mapid
M%mmmm Anadequatemwax(smsmms)mwaemmwmmmmmmmmm
assess drug effects.

When administering DIPRIVAN injectable Emulsion by infusion, syrings pumps or volumetic pumps are racommended fo provide
controlled infusion rates. When inlusing DIPRIVAN WBcsahte Emulsum 1o patients undergoing magnetic rasonance imaging, meterad
controf devices may be utiiized if mechanical pumps are impractical.

Changes in vital signs (increases in pulse rate, blood pressure, Prg and/or tearing) that indicate a response to surgical stimulation
ar fightening of anssthesia may be controlled by the administration of DIPRIVAN Injectable Emulsion 25 mg (2.5 mL) to 50 mg (5 ml)
Incremental bolusas and/or by increasing the inlusion rate.

For minor surgical procedures {eg, body surface) nitrnus oxide {(60%-70%) can be combined with & variable rate DIPRIVAN injectable
Emulsion infusion to provide satisfactory anesthesia. With more stimulating surgical procedures (eg, intra-abdominal}, or ¥ supplementation
with nitrous oxide is not provided, administration rate(s) of DI?WAN In}w&ablo Emuision and/or oploids should be increasad in order o
provide adequate anesthesia,

tnfusion retes should always be tiirated downward In the absence of dinlai signs of fight anesthesia until a mild response to surgical
stimuistion is obtained in order 1o avoid administration of DIPRIVAN injectable Emulsion at retes higher than are ciinically necessary.
Genarally, rates of 50 to 100 pg/kg/min in adults, should be achisved during maintenance in order fo optimize recovery imes.

Other drugs that cause CNS deprassion (hypriotics/sedatives, inhalational anesthetics, and opioids) can i CNS dapression
induced by propofol. Morphine premedication (0.15 mg/kg) with nitrous oxide §7% in oxygen has besn shown 1o decrease ms necessary
propolol mgscﬂon maintenance infusion rate and therapeutic bicod concentrations when compared to nonnarcotic {lorazepam)
pramedication
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induction of Gensral Anesthesia

Adult Patients: Most adult pationts under 55 years of age and classified ASA 1/l require 2 0 2.5 mg/kg of DIPRIVAN injectable Emulsion
for induction when unpremedicatod or when premedicatad with oral benzodiazapines of intramuscular opicids. For induction, DIPRIVAN
injectabie Emulsion should be titrated (spproximately 40 mg every 10 seconds) against the response of the patient until the clinical signs
show the onset of anesthesia. As with other sedative-hypnotic agents, the amount of intravencus oploid and/or benzodiazepine
premadication will influsnce the response of the patient o an induction doss of DIPRIVAN injectable Emuision.

Elderly, Debilitated, or ASA IV Patients: it is important to be familiar and experienced with the intravenous use of DIPRIVAN
injectable Emuision belore treating eldery, debilltated, or ASA VIV patients, Due to the reduced dearance and higher blood concentrations,
most of thase patients require approximately 1 1o 1.5 mg/kg (approximately 20 mg every 10 seconds) of DIPRIVAN injectable Emutsion for
induction of anesthesta according to their condition and responses. A rapid bolus should not be used as this will increase the fikelihood of
untesirable cardlorespiratory depression including hypotension, apnea, alrway obstruction, andior oxygen desaturation. (See DOSAGE
AND ADMINISTRATION}

Neurosurgical Patients: Slower induction Is racommended, using buluses of 20 mg every 10 seconds. Slower boluses or infusions of
DIPRIVAN Injeciabie Emulsion for induction of anesthesia, litraled to clinical responses, will generally result in reduced induction dosage
requirements (1 to 2 mg/kg). (Ses PRECAUTIONS and DOSAGE AND ADMINISTRATION)

: Cardisc Anesthesia: DIPRIVAN Injectable Emulsion has been well studisd In patients with coronary artery disease, but experiance in
: patisnts with hemadynamically significant vaivular or congenital heart dissase is limited, As with othar enesthetic and sedative-hypnotic
agents, DIPRIVAN injeciable fon In heaithy patients causes a decrsase in blood pressure that is secondary o decreases in preiced
{ventricular filing volume atthe endof the diastole) and afteroad (arterial resistance at the beginning of the systole). The magnitude of
thege chanpes is proportional o the blood and seffect site concentrations achieved. These concentrations depeswd upon the dose and speed
of the induction and maintenance infusion rates.

In addition, fower heart rates are observad during maintenance with DIPRIVAN injectable Emulsion, possibly dus to reduction of the
.andior resatting of the basroreceptor reflexas. Thersfore, anticholinergic agents should be edministerad when increases
in vagal tone are anticipated.

As with other anesthetic agents, DIPRIVAN injectable Emuision reduces myocardial oxygen consumption. Further studies are needed to
confirm and delineate the extent of these effects on the myocardium and the coronary vascular system.

i Morphine premedication (0.15 mgkg) with nitrous oxide 67% in oxygen has been shown to decrease the necessary DIPRIVAN Injeciable
Emulsion mairdenance infusion rates and therapautic blood concentrations when compared to nonnarcotic (forazepam) premedication. The
gﬁe of DIPRIVAN injactable Emuision administration should be determined based on the patient's premedication and adjustad according to

inical responses. .

A rapid bolus induction should be avolded. A slow rate of approximately 20 mg every 10 seconds until induction snset (0.5 to 1.5 mg/kg)
should be used. in order to assure adequate anesthesia when DIPRIVAN injectable. Emulsion is used as the primary agent, maintenance
infusion rates should not be less than 100 pg/kg/min and should be supplemerted with analgeskc lavels of continuous oploid administration.
When an opiold Is used as the primary agent, DIPRIVAN Injectable Emulsion maintenance rates should not be less than 50 pg/Kg/min and
care should be taken 1o Insure amnesia with concomitant benzodiazepines. Higher doses of DIPRIVAN Injectable Emulsion will reducs the
opioid nte (soe Table 4). When DIPRIVAN Injectable. Emulsion ls usad as the m;g anesthetic,  should not be administered
with the high-dose oploid technigue as this mrisy increase the likelihood of hypotension (see PRECAUTIONS - Cardiac Anasthesia).

Tabie 4. Cardiac Anesthesia Techniques
Primary Agent Rate Secondary AgenvRate

i Primary Agert Rate Secondary Agent/Rate
’ {Foliowing induction with Primary
Agent)
DIPRIVAN injsctable Emutsion OPing‘m,DS»0.0'?S po/kg/min
(no boius)
Preinduction anxiolysls 25 pg/kg/min
induction | 0:5-1.5 mgAg
ovar 60 sec
Maintenance 100-150 pglkgimin
{Titrated to Clinica! Response)
OPIOID® DIPRIVAN Injectable Emulsion /
50-100 pgfkg/min (no bolus)
Induction 2550 polkg
Maintenance 0.2-0,3 pg/kg/min
*QPIOID Is defined in terms of fentany! equivalerts, ie,
1 py of fentanyt = 5 pg of aifertanil (for bokus)
= 10 pg of alfentanil (for maintenancej or
= 0.1 pg of sufentani

*Care should be taken fo ensure amnesia with concomitant benzodiazaping therapy

i Malntenance of General Anesthesia: In adults, anesthesia can be mainiained by administering DIPRIVAN Injectable Emulsion by
m or inmant IV botus injection. The padent’s dlinical response will datermine the infusion rate or the amourt and frequency of
ntal ns.

. Continuous infuston: DIPRIVAN Injectable Emuision 100 to 200 pg/kg/min administered in & vauinbie rate infusion with 80%-70%
nitrous oxide and oxygen provides anesthesia for patients undergoing general surgery. Maintenance by infusion of DIPRIVAN injectable
Emulsion should immediately follow the induction dose In order to provide satisfactory or.continuous anesthesia durng the induction phase.
. During this Initial period following the induction dosa higher rates of infusion are generally requirad (150 to 200 pgiqy/min) for the first 10 1o
15 minutaes. Infusion rates shouid subsequently be decreased 30%-50% during the first half-nour of maintenance.
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Other drugs that cause CNS depression (hypnotics/sedatives, inhalational anssthetics, and opiokis) can increase the CNS.depression
induced by propofol.

Intersittant Bolus: incremants of DIFRIVAN injectable Emulsion 25 mg (2.5 mL} 10 50 mg {5 mL) may be administered with nitrous

' oxide in aduit patients undargoing general surgery. The incremental boluses should be administared when changes In vital signs indicate a

rasponse to surgica! simulation or light anesthesia.

DIPRIVAN injectable Emuision has been used with a variety of agents commonly used in anesthesia such as atropine, scopolarnine,
glycopyrrolate, diazepam, depolarizing and nondepolarizing muscis relaxants, and apiold anaigesics, as well as with inhatational and
reglonal anesthetic agents,

In the elderly, debilitated, or ASA HUIV patients, rapid bolus doses should not be usad as this will increase cardiorespiratory effects
including hypotension, apnes, airwey obstruction, andior oxygen desaturation.

Pediatric Anesthesia

induction of Genaral Anesthesia: Most pediatric patients 3 years of age or oider and classified ASA | or H require 2,5 10 3.5 mg/kg of
DIPRIVAN Injectable Emulsion for induction when unpremedicated or when lightty premedicated with oraf benzodiazepines or intramuscular
apioids. Within this dosage rangs, younger children may requirs larger induction doses than older children. As with alher sedative hyprotic
agents, the amount of intravenous opioid and/or benzodiazepine presedication will influence the response of the patient to an induction
dase of DIPRIVAN Injectable Emulsion. tn additlon, a lower dosage Is recommended for chiliren classifled ASA Ui or IV. Attention should be
pald to minimize pain on infeclion when administering DIPRIVAN Injectable Emuision to pediatric patients. Fapid boluses of DIPRIVAN
§ ‘eg&l;igﬁguv?mé may bua administered it smal veins are pretreated with lidocaine or when antecubital or larger veins dre utllized (Ses

- Genersl).

DIPRIVAN Jnjectable Emulsion administered in & variable rate infusion with nitious oxide 60-70% provides satisfactory anesthesla for
most pediatric patients 3 years of age or okier, ASA | or §i, undergoing geheral anssthesia.

Maintenarioe of General Anesthesia: Maintenance by nfusion of DIPRIVAN injectable Emulsion at a mate of 200-300 yg/kg/min should
immediately follow-the induction dose. Following the first half hour of maintenance, if clinical signs of light anesthesia are not present, the
irfusion rate should ba decreassd; during this periad, infusion rates-of 125-150 po/kg/min are typlcally needed. However, youngsr chiideen
{5 years of age or less) may requite larger maintenance infusion rates than oider children.

Monltored Anwsthesia Care (MAC) Sedation in Adults: When DIPRIVAN injectable Emusion is administered for MAC sedation, rates

- of administration should be individualized and fitrated to ciinical responsa. In most patients the rates of DIPRIVAN Injectable Emulsion

administration will be in the range of 2575 pg/kg/min.

During initlation of MAC sedalion, siow infusion or slow Injection techniques are preferable over rapid bolus sdministration. During
maintenance of MAC sedation, a variable rate infusion i preferable over intermittent bolus dose administration, In the sidedy, debilitated, or
ASA WAV patients, rapid (single or repsatad) bolus dose administration shoufd not be used for MAC sedation. (See WARNINGS) A rapid
bolus l:%a:ﬂz;: ouss result in undesirable cardiorespiratory depression including hypotension, apnea, alrway obstruction, and/or
oxygen desaturation.

Initiation of MAC Sadation: For inltiation of MAC ssdation, either an infusion or a siow injection method may be utilized while closely
montioring cardiorespiratory function. With the infusion method, sedation may be initiated by intusing DIPRIVAN Injectable Emulsion at 100
o 150 pg/k (6'to  mg/kg/y) for a pariod of 3 1 § minutes and 1o the desired level of gadation while closely monfioring
tegpiratory function. With the slow injection method for initiation, patients will require approximately 0.5 mg/kg administersd over 31 5
minutes and titrated to clinical responses. When DIPRIVAN injectable Emulsion is administered slowly over 3 {o 5 minutes, most patients
$ be adoqx:tc!y sedated and the peak drug effect can be achieved whils minimizing undesirable cardlorespiratory effects ocourring at

plasma javels.

in the elderly, debliitated, orASA 11V patients, rapid (single or repeated) bolus dose adminisiration should not be used for MAC
sedation. (See WARNINGS) The rate of administeation shaukd be-over 3-5 minwtes and the dosage of DIPRIVAN injectable Emulsion should
be reduced to approximately 80% of the usual adult dosage in these patients acconding o thelr condition, responses, and changes in vital
signs. (See DOSAGE AND ADMINISTRATION) ‘

Masintenance of MAC Sedstion: For maintenance of sedation, a variable rate infusion method is preferabie over an intsmmittent bolus
dose mathod, Withthe variable rate infusion method, patients will generally require maintenance rates of 25 to 75 pgho/min (1.5t 4.5
mgfkgM) during the first 10 ko 15 minutes of sedation maintenance, Infusion rates should subssquently be decreased over time io 25 to 50
ug/kg/min and adjusted to clinical responses, In ttrating 1o clinical efiect, allow approximately 2 minutes for onsef of peak drug effect

infusion rates should aways be titrated downward in the absence of clinical signs of tight sadation until mild responses to stimulation are
obtained in order to avoid sedative administnation of DIPRIVAN Injectable Emulsion at rates higher than are dinically necsssary,

¥ the intermittent bolus dose method is used, increments of DIPRIVAN Injectable Emulsion 10 mg (1 mbL) or20 mg (2 ml) can be
administered and tiratad to desired leve! of sedation. With the intermittent bolus mathod of sadation maintenance there is the potentiat for
respiratory deprassion, transient increases In sadation depth, and/or prolongation of recovsry.

In the elderly, dabilitated, or ASA AV patients, rapid (single of repsated) bolus dose administration should not be used for MAC
sedation, (See WARNINGS.} The rate of administration and the dosage of DIPRIVAN injeciable Emulsion should be reduced to
approximately 80% of the usual adult dosage in thase patients according fo their condition, responses, and changes in vital signs. (Ses
DOSAGE AND ADMINISTRATION)

DIPRIVAN injectable Emuision cen be administered as the sole agent for maintenance of MAC sedation during surgical/dlagnostic
procadures. When DIPRIVAN Injectable Emuision sedation is supplemented with opioid and/or benzodiazepine medications, these agents
increase the ssdative snd respiratery sffects of DIPRIVAN Injectable Emulsion and may also result in a slower recovery profils, (See
PRECAUTIONS, Drug Interactions)

1CU Sedation: [See WARNINGS snd DOSAGE AND ADMINISTRATION, Handling Procedurss.) For intubsted, mechanically

ventiiated adult patients, Intensive Care Unit (ICU} sedation should be initiated siowly with & continuous infusion in order o titrate o desired
ciinical sffect and minimize hypotension, {8es DOSAGE AND ADMINISTRATION)
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Across all 8 US/Canadian ciinical studlies, the mean infusion maintenance rate for ali DIPRIVAN Injoctable Emulsion patients was 27 = 21
ughg/min, The maintanance infusion rates required o maintain adeguate sedation ranged from 2.8 pg/kg/min to 130 pg/kgimin. The
infusion rale was lowaer in patients over 55 years of age (approximately 20 pg/kg/min} compared 1o patients under 55 years of age
{approximately 38 yig/kg/min). in these studies, momphine of fentanyl was used as needad for anaigesia.

Most adult ICU palients recovering from the efiects of general anesthesia or deep sedaiion will require maintenance rates of 5 1o 50
ug/kg/min (0.5 1o 3 mo/kg/h} kudividualized and titrated to cilnical response. (See DOSAGE AND ADMINISTRATION.) With medical ICU
patients or patients who have recovared from the effscts of general anesthesia of deep sedation, the rate of administration of 50 pg/kg/min
or higher may be required 1o achieve adeguate sedation. These higher rales of administration may increase the likefihood of patients
deveioping hypotension,

Although thers are reports of reduced analgesic requirements, most patients received opioids for analgesia during maintenance of ICU
sedation, Some patiants aiso received benzodiazepines and/or neuromuscular blocking agents. During long term maintenance of seadation,
:_ggi: asc}:u patients were awakened once or twice every 24 hours for assassment of neurologic or raspiratory function. {See Clinical Trials,

In post-CABG (coronary artery bypass graft) patients, the maintermance rate of propofol administration was usually low {medien 11
ug/kg/min) due to the intraoparative administralion of high opiokd doses. Patients receiving DIPRIVAN Injectable Emulsion required 35%
less nitoprusside than midazotam patients; this difference was statistically significant P<0.05). During inttiatlon of sedation in post-CABG
&aﬁoms, & 15% 10 20% decrease in blood pressure was seen in the first 60 minules, It was not possible o detarmnine cardiovascular effects

patients with seversly compromised ventricular function {See Clinical Trials, Table 3).

in Madical or Postsurgical IGU studies comparing DIPRIVAN Injectable Emuision to benzudiazepine infusion or bolus, there were no
apparent difersnces in maintenance of adequate sedation, maan arterlal prassure, or iaboratory findings. Like ths comparaiors, DIFRIVAN
Injectable Emulsion reduced biood cortisol during sedation: while malnaining raspongivity to chalienges with sdrenocorticotrople hotmone
{ACTH). Case reports from the published literature ganerally reflact that DIPRIVAN Injectable Emulsion has baen usad safely in patients
with a history of porphyria or malignant hyperthennia.

fn hemodynamically stable head trauma patients ranging in age from 19-43 years, adequate sedation was maintained with DIPRIVAN
injectabls Emulsion or morphine (Ns7 in each group). There were no apparent differences in adequacy-of sedation, intracrankal pressure,
cerebral porfusion pressure, of neurologic recovery between the traatmen groups. In literature reports from Neurcsurgical ICY) and seversly
haad-injured patients DIPFIVAN Injectable Emulsion infusion with or without diuretics and hyperventitation controilad intracranial pressure
while maintaining cersbral perfusion pressuse. In some patients, bolus doses resufied in decreased blood preasure and compromised
cerabral perfusion pressure. {See Clinical Trials, Table 3)

DIPRIVAN Injactable Emuision was four to be effective in sw epliepticus which was refractory to the standard anticomvuisant
therapies. For these patients, as well as for ARDS/respiratory failure and tetanys patients, sedation maintenance dosages were generally
migher than those for other critically il patient populations, (See Clinlcal Trials, Table 3)

Abrupt discordinuation of DIPRIVAN Injectable Emulsion prior % weaning or for dally evaluation of sadation levels should be avoided.
This may result in rapld awakening with associated anxiety, aghtation, and resistance to mechenical ventiistion. infuslons of DIFRIVAN
{lnlecras“ p%lesgmm should be adjusted Yo mairtain & llght Jevel of sedation through the weaning process of evaluation of sedation level.
A NS)

INDICATIONS AND USAGE

DIPRIVAN Injsctable Emulsion isan IV sedalive-hypnotic agent thet can be used for both induction and/or maintenance of anesthesla as
part of a balanced anasthetic technique for inpatient and outpatient surgery In adults and in children 3 years of age or older,

DIPRIVAN Injectable Emulsion, when administered intravanously as direciad, can be used to Initiate and maintain monftored anesthesia
care (MAC) sedation during diagnaatic procedures in adutts. DIPRIVAN injectable Emutsion may also be used for MAG sedation in
conjunction with localiregional anesthesia i patients undergoing surgical procedures. (Ses PRECAUTIONS)

DIPRIVAN Injectable Emulsion ahoaié only be administered 1o intubated, mechanically ventiiated adult patients in the intensive Care Unit
ICU} to provide continuous secation and control of siress responses. in this setiing, DIPRIVAN Injectable Emuision should be administered
only by persons skilled in the madical management of critically  patienis and trained in cardiovascular resuscitation and airway
maragement, :

DIPRIVAN Injectable Emuision Is not mcommended for obstetrics, including cesarean section deliveries. DIPRIVAN Injectable Emulsion
crosses the placenta, and as with other generat anesthetic agents, the administration of DIPRIVAN injectable Emulsion may ba associated
with neonatal dapression. {See PRECAUTIONS)

DIPRIVAN Injectabls Emulsion is not recommended for use in nursing mothers because DIPRIVAN injsctable Emulsion has been
reported 1o be excreled in human milk, and the effects of aral absomtion of smalt amounts of propotol are not known. (See PRECAUTIONS)

DIPRIVAN injectable Emulsion is not recommended for anesthesia in children belaw the age of 3 years. because safety end effectivenass
have not been astablished, DIPRIVAN injectable Emulsion is not recommended for MAC sedation in children because safaty and
effactiveness Have not been astablished. DIPRIVAN Injectable Emulsion ts not recommended for pediafric ICU sedation because salety and
sffactivensas have not been established.

CONTRAINDICATIONS

DIPRIVAN injectabie Emulsion is contraindicated in patierts with a known hypersansitivity to DIPRIVAN Injectable Emulsion o its
compansnts, or when gensral anesthesia or sedation are contraindicated.

WARNINGS

For geners! snesthesia or monliorad snesthesis care (MAC) sedation, DIPRIVAN injectable Emulsion should be administered
only by persons trained in the administration of genera! anesthesia sad not jnvolved in the conduct of the surgicalidiagnostic
procedure, Patients should be continuousty monitored, and facliities for maintenance of a patent slrway, artificiat ventilation, and
oxygen aarichment and circulatory resuscitation must be immediately avaliabile.
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For sedation of intubated, mechanically ventilated adult patients In the intensive Care Unit ICU}, DIPRIVAN Injectable Emulsion
should be administersd only by persons skilisd in the management of critically Uil patients and trained in cardiovascular
resuscitation and airwsy management.

in the eldarly, debilitaled or ASA AV paﬂems id (single or repeated) bolus administration should not be used during general
anesthesta or MAL sedation in order to minimize u e cardiorespiralory depression including hypotension, apnea, sirway
obstruction, and/or oxygen desaturation.

MAC sedation patients shoukd be continuously monftored by persons not invoived in the conduct of the surgical or diagnostic procedure;
oxygen supplementation should be immediately available and provided whero clinically indicated; and oxygen saturation should be
monftored in all patients. Patients should be continuously monliored for early signs of hypotension, apnea, airway cbstruction, and/or
oxygen desaturation. These cardiorespiratory effects are more likely to occur following rapid initiation (loading) boluses or during
supplemental malntenance boluses, especially In the eldery, debllitated, or ASA HIAV patients.

DIPRIVAN injectable Emuision should not be coadministered through the same 1V catheter with blood or plasma because compatibility
has not beon established. In vitro tests have shown that aggregates of the giobular component of the emulsion vehicle have occurred with
blood/plasma/aserum from humans and animals. The clinical sipnificance is not known.

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. DIPRIVAN INJECTABLE EMULSION IS A
SINGLE4JSE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE RATE OF GROWTH OF
MICROORGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION, HOWEVER, DIPRIVAN INJECTABLE
EMULSION CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS 1T IS NOT AN ANTIMICHOBIALLY PRESERVED
PRODUCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEFTIC TECHNIQUE MUSY STILL BE ADHERED YO. DO NOT USE
1F CONTAMINATION IS SUSPECTED. DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE REQUIRED TIME LIMITS (SEE
DOSAGE AND ABMNGS? RATION, HANDUING PROCEDURES). THERE HAVE BEEN REPORTS IN WHICH FASLGRE TO USE
ASEPTIC TECHNIQUE WHEN HANDLING DIPRIVAN INJECTABLE EMULSION WAS ASGOCIATED WITH MICROB
CONTAMMM’ 1ON OF THE PRODUCT AND WITH FEVER, INFECTION/SEPSIS, OTHER UIFE-THREATENING ILLNES& AND/OR

PRECAUBONS

General: A lowar induction dose and & siowar maintenance rate of administyation should be used in elderly, debilitated, or ASA NIV
patients. {See CLINICAL PHARMACOLOGY - individualization of Dosage) Patisrts should be continucusly monitored for early signs of
significant hypolension and/or bradycardia. Treztment may inciude increasing the rate of intravenous Tiuid, sievation of lower gx&rammes
use of pressor agents, of adrainistration of Wne. Apnea oftan ocours during induction and may persist for more than 60 seconds.
Ventliatory support may be required. Because DIPRIVAN injectable Emuision is an emulsion, caution should be exercigsed in patsams with
disorders of lipid metabolism such-as primary hypedipoproteinemia, diabetic hyperiipemia, and pancreatitis,

Very rarely the use of DIPRIVAN Injectable Emulsion may be associated with the development of a period of post-operative
unconsciousness which may be accompanied by an increase in musdcie tone. This may or may not be preceded by a brief perod of
wakefuiness. Reeovav'y;ispmmous. ‘The dlinical.criteria for dischange froms the recovery/day surgery area established for each institution
shouki be satisfied before discharge of the patient from the care of the anesthesiologist.

When DIPRIVAN Injectabie Emulsion s administered to an epileptic patient, thers mey be & risk of seizure during the recovery phass.

in adulis and chiidren, attention should be paid to minimize pain on administration of DIPRIVAN Injectable. Emulsion. Transient local pain
can be minimized If the larger veins of the forearm or antecubital fossa are used. Paln duiing Intravenous injection may also be reduced by
prior Injection of 1V lidocaine {1 mLof a 1% solution). Pain oninjection occurred frequently in pediatric patients {45%) when a small vein of
the hand was utilizes without idocaine pretreatment. With lidovaine pretreatment or when antecubital veins wers ulilized, pain was minimal
{incidence less than 10%) and well tolerated.

Venous sequelae (phiebitis or thmmbnsis) have been reported rarely {<1%). In two well-controlied clinical studies using dedicated
intravenous catheters, no instances of venous sequelae were observed up 1o 14 days foliowing induction.

intra-arterial injection n animals did not induce local issue effects. Accidental intre-arterial injection has been reported in patients, and,
other than pain, thera were no major sequsiae.

intentional injection into subcutaneous or perivascular tissues of animals caused minimal tissue reaction. ::mrfng the posynarketing period
ﬁ:}are haveeham rare reports of local paln, swelling, biisters, and/or fissue necrosis following acoldental extravasation of DIPRIVAN
rable i h

Perioperative myocionla, rarely including aanwisims and opisthotonos, has occurred in temporal relaonship in cases in which
DIPRIVAN Injectable Emulsion has been admihistered.

Clinical features of anaphylaxis, which may inciude angiosdema, bronchospasm, erythema, and hypotension, ocour rarely foliowing
g&m‘g}& giaclabie Emulsion administration, although use of other drugs in most instances makes the relationship to DIPRIVAN fmectabia
ision unciear.

There have been rare reports of pulmonary edema In temporal relafionship to the administration of DIPRIVAN injectable Emulsion,
aithough 2 causal relationship is unknown.

Very rarely, casss of unexplained postoperafive pancreatitis {requiring hospital admission) have been reported after anasthesia in which
DIPRIVAN Injectable Emuision was one of the induction agenis used. Due to & variety of cordounding factors in thase cases, Including
concomitart medications, a causal relationship to DIPRIVAN injectabie Emulsion is unclear.

DIPRIVAN Injectable Emuision has no vagolytic activity. Reports of bradycardia, asystole, and rarsly, cardige atvest have been
associated with DIPRIVAN Injectable Emulsion. The intravenous administration of anticholinergic agents (eg, atropine or giycopyrroiate)
should be oconsiderad to madify potential increases in vagal tone dua to concomitant agents (eg, succinyicholine) or surgical stimuli.

Care Unlt Sedation: {See WARNINGS and DOSAGE AND ADMINISTRATION, Handiing Procedures) The administration of

Intensive
DIPRIVAN Injectable Emuision shoutd be Initiated as a continuous infusion and changes in the rate of administration made siowly (5 min)
in ordar to minimize hypotension and avoid acute overdosage. (See CLINICAL PHABMACOLOGY - individualization of Dosage)
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Patients should be monitored for eary signs of significant hypotension and/or cardiovascular depression, which may be profound. These
eflacts are respansive to discontinuation of DIPRIVAN injectable Emulsion, IV fiuld administration, and/or vasopressor therapy.

As with ofher sedative medications, there is wide interpatient variabillty in DIPRIVAN Injectable Emulsion dosage requirements, and these
requirements may change with time.

Failure lo reducs the infusion rate In patients receiving bIPRWAN Injectable Eruision for sxtended periods may result in excessively
high biood concentrations of the drug, Thus, titration 1o clinical responge and daily svaluation of sedation tevels are imponant during use of
DIPRIVAN [njectable Emulsion infusion for ICU sedation, espedially of long duration.

Opiokis and paralytic agents should be discontinued and respimatory function optimized prior 1o weaning patients from mechanical
ventilation, infusions of DIPRIVAN injectable Emulsion should be adjusted to maintain a light Jevel of sedation prior to weaning patients from
mecharnical ventiiatory suppod. Tnroughout the weaning process this level of sedation may be maintained in the absence of respiatory
depression. Because of the rapid clearance of DIPRIVAN injectable Emulsion, abrupt discoptinuation of a patient’s infusion may result in
rapid awakening of the patient with associated anxisty, agitation, and resistance to mechanical ventifation, making weening from mechanical
ventilation difficult. it is therefore recommended that sdministration of DIPRIVAN Injectable Emulsion be continued in order to maintain a
fight level of sedation throughout the weaning process untll 10-15 minutes priar 1o extubation at which time the infusion canbe ntinued,
There have been very rars reports of rhabdomyolysls associated with the administrations of DIPRIVAN Injectable Emulsion for ICU sedation.

Since DIFRIVAN Injectable Emulsion is formulated in an oil-in-water emuigion, alavations in serum triglycerides may occur when
DIPRIVAN injeciable émutsion is edministerad for extended periods of time. Palisnts st risk of hypsripidemia should-be moniiored for
incroases in serum trigiycerides or serum wrbldity. Administration of DIPRIVAN irijectable Emulsion should be adjusied if fat is being
inadequately clsared from the body. A reduction in the quaniity of concurrently administerad Ipids is indicated {0 compensate for the amount
of ipid infused es pan of the DIFRIVAN Injectable Emulsion formutation; 1 mi of DIPRIVAN injectable Emuision contains spproximately 0.1
g of tat (1.1 keal),

In patients who are predisposed to zinc deficiency, such as those with bums, diarrhea, and/or major sepsis, the need for supplemental
2inc shouid be considered during prolanged therapy with DIPRIVAN injectabie Emuision. :

EDTA Is a strong cheiator of trace metals — inciuding zine. Calcium disodium edetate has been used in gram quantifies o treat heavy
metal woxicity. When used in this manner it is possible that as much as 40 mg of elemental zinc can be lost per day via this methanism,
Atthough with DIPEIVAN Injectable Emulsiors there are no reports of Secreased zinc levais or zinc deficisncy-related advarse events,
9??8%\%!: W lEzm;laiors should not be infused for longer than § days without providing 2 drug holiday to safely replace estimated or
measured urine 2inc losses.

At high doses {2-3 grams par day), EDTA has been reported, on rare occasions, 10 be toxic o the rénal tubules. Studiss to-date, in
patents withynormal or Impaired renal function have not shown any alteration in renal function with DIPRIVAN injectable Emuision
containing 0.008% disodium edetate. In patierts at sisk for renal impairment, urinalysis and urine sediment should be checked belore
initlation of sedation and than be monitored on alternate days during sedation.

’ghe fong-term administration of DIPRIVAN injsclable Emulsion lo patients with renal fallure and/or hepatic Insufficiency has not been
evaluated.

Neurosurgioal Aneathesia: When DIPRIVAN injectable Ernulsion is.used in patients with increased intrecranial pressure of impaired
cerebral Girculation, significant decreases in mean arntefial pressure should be avoided becauss of the resuliant decraases in cerebral
perfusion pressure. Yo avaid significant hypotension and decreases in cerebral parfusion pressure, an infusion or siow bolus of
approximately 20 mg every 10 saconds should be utilized instead of rapid, more frequent, andior larger boluses of DIFRIVAN injectable
Emulsion. Siower induction titrated 10 ¢linical responses will generally result in reduced indusction dosage requiremants (1 to 2 mg/kg). When
increased ICP Is hyperventilation and hypocarbia should accompany the administration of DIPRIVAN injectable Emuision. (See

suspectsd,
'DOBAGE AND ADMINISTRATION)

Cardlac Anesthesia: Slowsr rates of administration should be utlized In pramedicated patients, getlatric patients, patients with recent
fiuid shifts, or patients who sre hemodynamically unstabie. Any fluid deficite shouit be corvected prior to administration of DIPRIVAN
injectablie Emulaion. in those patients whare additional fiuid therapy may be contraindicated, other measures, eg, eievation of lower
extremiies or use of pressor agents, may be useiul t offset the hypotension which is assoclated with the induction of anasthesia with
DIPRIVAN Injectable Emuision.

Information for Patiants: Palients should be advised that performance of sctivities }eq&iﬁag mental aleriness, such as operating &
motor vehicle.or hazardous machinery or sigring legal documents may be impaired for some time after goneral anesthesia or sedation.

Drug intersctions: The induction dose requirements of DIPRIVAN Injectabls Emulsion may bs raduced in patients with intramuscular or
intravenous premedication, particularly with narcotics (eg, morphine, meperidine, and fentanyl, stc.) and comblnations of oplolds and
sedatives (g, berzodiazepines, harbiturates, chioral hydrate, droperidol, etc.). These sgents may increase the anesthetic or sedative
sffects of DIPRIVAN Injectable Emulsion and may aiso result in more proncunced decreases in systolic, diastolic, and mean arterial
prassures and cardiac output.

During meintenance of anasthesia or sedation, the rate of DIPRIVAN Injactable Emulsion administration should be adjusted acoording to
the desired level of anesthasia or sadation and may be reducad in the prasence of supplemantal analgesic agents (eg, nitrous oxide or
opiolds). The concurrent administration of potent Inhalational agenis {eg, isoffurane, enfiurane, and halothans) during maintenance with
DIPRIVAN injectable Emudsion hias not bean extensively evaluated. These inhalational agants can also be expecied 1o increase the
anesthetic or sedative and cardiorespiratory sffects of DIPRIVAN Injectable Emulsion.

DIPRIVAN Injectabie Emuision does not cause a chirically significant change in onsat, intensity, or duration of action of the commonly
used neuromusculir blocking agents (eg. succinyicholine and nondepolarizing muscie relaxants).

No significant adverss interactions with commonly used premadications or drugs used during anesthesia or sedation (including & range
of muscie relaxants, inhaletional agents, anaigesic agents, and local anesthetic agents) have been obsarved.

Carcinogenesis, Mutagenesis, impairment of Ferlifity: Animal carcinogenicity studies have not been periormed with propotol,
In vitro and in vivo animal tests fafled 1o show any potential for mutagenicity by propolol. Tests for mutagenicity included the Ames {using

Saimonella sp) mutation test, gens murtation/gene convarsion using Saccharomyves ceravisiae, in vitro cytogenetic studies in Chinese
hamsiers, and & mouse micronucieus teat.
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Studies in temale rats af intr gus dosas up to 15 mokg/day (@ times the maximum recommended human induction dose) for 2 weeks
before pregrancy to day 7 of gestation did not show impalred fertiiity. Male ferslity In rals was not affectad in a dominant fethal study at
intravenous doses up 1o 15 my/kgiday for 5 days.

Pregnancy Category B: Reproduction studies have been performed in rats.and rabbits at intravenous doses of 15 my/kg/day (6 times
the recommended human induction dose) and have revealed no evidence of impairad ferlility or ham 1o the fetus dus 1o propalol. Propolol,
however, has been shown 10 cause matemal deaths in rats ard rabbits and decrarsed pup survival during the lactating period in dams
troated with 15 mg/kg/day (or 6 times the recommandad human induction dose). The phammacological activity {ammmiaz of the drug on
the mother is probably mesponsibie for the adverse effacts seen in the offspring. There are, however, no adequate and well-controlied
studies in pregnant women. Because animal reproduction studies are not always predictive of human responsas, this drug should be used
during pregnancy only if clearly needed. .

Labor and Delivery: DIPRIVAN Injectable Emuision s not recommandad for obstetrics, including cesarean section deliveres. DIPRIVAN
injectable Emulsion crosses the placenta and, as with other general anesthetic agents, the administration of DIPRIVAN Injactable Emulsion
may be associated with neonatal depression. )

Nursing Mothers: DIPRIVAN injectable Emulsion is 0t recommended for use in nursing mothers because DIPRIVAN injectable
Emuision has besn raported to be excreted In human mitk, and the sflects of orat absorption of small amounts of propofo! are not known,

Pediatrics: DIPRIVAN injsctable Emulsion is not recommended for use in pediatric patients for ICU or MAC sedation. In addition,
DIPRIVAN injectable Emulsion is not recommended for general anesthesia for chiltiren below the age of 3 years because safety and
effectiveness have not been sstablished.

VARnaugh no causal melationship has baen estabilshed, serious adversa events (Including fataiities) have been reported in children given
DIPRIVAN injectable Emuision for ICU sedation. These evenis were seen most olten in children with respiratory ract infections given doses
i excess of those recommended for aduts,

Gerlatric Use: The effect of age on Induction dose requiremsnts for propofol was assessed in an open study involving 211
unpremedicated palients with approximately 30 patients in each dacade between the ages of 16 and 80. The average dose 1o Induce
anesthesia was caiculated for patients up to 54 vears of age and for patients 54 years of age or clder. The average dose 1o inducs
anesthesia in patients up 1o 54 years of age was 1,93 mp/ky and in patients above 54 # was 1.86 mg/kg. Subsequent tlinical studies have
demonstrated lower dosing requirements for subjects greater than 60 years of age.

ADVERSE REACTIONS

General: Advarse event information is derived from controlied clinical trials and worldwide marketing experience. In the description
beiow, rates of the. more common evanls rap t US/Canadian clinical study results, Less frequent everts are aiso derived from
ublications and marketing experience in over 8 million patients; thers are insufficient date to support an accurate sstimate of teir
dence rates. These studies ware conducted using a varety of premedicants, varying lengths of surpical/diagnostic procedures and
various other anesthetic/sedative agents. Most sdverse events ware miid and transient.

Anesthesie and MAC Sedation in Adults: The foliowing estimates of acdverse events for DIPRIVAN injectable Emulsion include data
fram clinical trials in general anesthesia/MAC sedation (N=2886 adult patients). The adverse events listed below as probably causally
related are those events In which the actual incidence rate in patients treated with DIPRIVAN Injectable Emulsion was greater than the
cormparator incidance rate in these trals. Therelore, incidence rates for anesthesia and MAC sedation in aduits generally rapresent
estimates of the percentage of clinical trial palients which appearad 10 have probable causal ralationship.

The adverse experience profile from reports of 150 patients in the MAC sedation ciinfcal trials is similar to the profile established with
DIPRIVAN Injectable Emulsion during anesthesia (see belaw). During MAC sedation cfinical trials, significant respiratory events included
cough, upper airway obstruction, apnea, hypoventiation, and dyspnea.

Anesthesia i Children: Generally the adverse experiance profiie from reponts of 348 DIPRIVAN Injectable Emulsion pediatic patierts
between the-ages of 3 and 12 years in the US/Canadian anesthasia clinical trials is simiiar to the profile established with DIPRIVAN
injectable Emuision guring anesthesia in adulls (see Pediutric percentages [Pets %] betow), Although not repotted as an adverss event in
clinicat trials, apnea is frequently cbserved in pediatric patients,

ICU Sedation I Adults: The following estimales of adverse events include data from clinical triats in ICU sedation (N=158) palients.
Probably related incidence rates fer ICU sedation were determined by indiidual case report form review. Probable causaiity was based
upon an apparent dose response. refationship andlor positive responses 1o rechallenge. In many inslances, the presence of concomitant
disease and concomitant therapy made the causal reélationship unknown. Therefore, incidence rates for ICU sedation generally represent
estimates of the percentage of clinical trial patients which appeared to have & probable causal relationship.
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incidence greater than 1% - Probebly Causalty Related

Cardiovascuiar: Bradycarnia
Hypotengion® [Peds: 17%)]
&Hypommlcn Pods: 8%)
see also CLINICAL
PHARMACOLOGY),
Central Nervous Movement® [Peds: 17%]
Systam:
injection She: Burmning/Stinging or Pain,
17.6%
[Peds: 10%]
Metabolic/Nutritional:
Respiratory: Apnea
{ses also CLINICAL
PHARMACOLOAQY)
Skin and».ppenda 8s: Rash {Peds: %]

Evants without an * or % had an incidencs of 1%-3%
“ incidence of events 3% to 10%

JCU Sedation
Bradycardia
Decreased
Cardiae Output,
Hypotension 26%

Hyperiipermia®
Fespiratory Acidosis
During Weaning”

incidence less than 1% - Probably Caussily Reiated

Aghtation

Decrsased Lung Function

Green Utine

1CU Sedation

Fever, Sepsis, Tank
Pain

Whole Body Weakness

Anhyihmia, Atral

AngsthesiaMAC Sedation

Body as a Whole: Anaphylaxis/Anaphylactoid
Reaction, Perinatal Disorder

Cardiovascular. Premature Atrial Contractions,
Syncope

Contral Nervous Hyperonla/Dystonia,

System; Paresthesia

Digestive:

Musculoskeletal: Myaigia

Raspiratory: Wheszing

and ages: Ftusting, Prurftus
Special Senses: Amblyopia
rogenital: Cloudy Urine
Incidence less than 1% - Causal Relationship Unknown
Body as 8 Whoie: ;smen!a. Awareneass, Chest
ain

Extremitios Pain, Fever,
increased Drug Effect,
Neck Rigidity/Stiftness, Trunk
Pain

Cardiovasculan: Armythmia, Arial Fibrillation,

Atrioventricular Heart Block,

Bigeminy, Bleeding, Bundie

Branch Block, Candiac Arrest,

ECG Abnormatl, Edema,
Extrasystole, Heart Block,

Hypartension, Myocardial
infarction, Myocardial
ischemia, Prematire

eoticular
Contractions, ST Segment
Dapression, Supmvsmﬂcda!
Tachyﬂrdx:, Tachycardia,
on
Central Nervous System: Abrmrma! Dmams Agitation,
Amorous Behavior, Anxisty,
Bucking/Jerking/Thrashing,
Chills/Shivering, Clonic/
Myoclonic Movement,
Combativeness, cm?uslon.
Delifium,

Labiiity, Euphonia, Fatigue,
Hallucinations, Headache,

nie, Hysteria,
insomnia, Moaning,
Neurapathy,
Opisthotenos, Rigidity,
Seizures, Somnolence,
‘_}’mmor.

witching
Digestive: Cramping, Diarrhea, Dry

Mouth,
Enlarged Parotid, Nausea,
Swallowing, Vomiting
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Thinking Abnormal

lieus, Liver Function
Abnomal
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HematologicLymphatic: Coagulation Disorder,
Lsukocytosis
Injection Site: Hives/iching, Phiebitis,
. Redness/Discoloration
Mstabolic/Nutritonal: Hyperkalemia, Hyperfipemia BUN Increased,
increased Craatinine,
Dshydration,
Hypergiycerria,
Metabolic
Acidosig, Osmolality
Increased
Respiratory: Bronchospasm, Buming in Hypoxia
“Throat, Cough, Dyspnea,
Hiccough, Hypsrventilation,
HLgEovenmahon Hypoxia\‘.hs
ngospasm, Pharyng]
Sneezing, Tachypnea, Upper
Ajrway Obstruction
Skin and Appendages: Canjunctival Hyperemia, Rash
Diaphoresis, Urticaria
Special Senses: Dipiopia, Ear Pain, Eye Pain,
’ Nystagmus, Taste Perversion,
Tinnitus
Urogenital: Oliguda, Utine Retention Kidney Feilute

DRUG ABUSE AND DEPENDENCE

Rare cases of soff administralion of DIPRIVAN injectable Emuision by health care professionals have been reported, including some
tatalities. DIPRIVAN Injectable Emulsion should be managed to prevent the risk of diversion, including restriction of access and accounting
pracedures as appropriate to the clinical selting.
OVERDDSAGE

it ovardosage occurs, DIPRIVAN Injectable Emuision administration should be discontinued &mmecsmely Overdosags is fikely 1o cause
cardlorespiratory deprassion. Respiratory depression should be treated by artificial ventilation with oxygen. Cardiovascular depression may
require repositioning of the patient by raising the patient's legs. ncreasing the flow rate of intraverous fluids and administering preasor
agenis ant/or anticholinerpic agents.
DOSAGE AND ADMINISTRATION

Dosage and rats of administration shoukd be individualized and titrated to the desired sffect, scoording 1o chinically relevan! faciors

_ Including preinduction and concomitant medications, age, ASA physical classification. and level of debilitation of the patlent.

The foliowing Is abbreviatad dosage and administraticn Infarmation which Is only intercied as 2 general guue in the use of
ma:vm Injectable Emulsion. Prior to sdministering DIPRIVAN tnjcem Emulsion, R is immm that the physician review and
be compietely famiiiar with the specific dosage and administration Information detalied in the CLINICAL PHARMACOLOGY -
individualization of Dosage section.

in ;‘he widerly, debliltated, or ASA UVIV patients, rapid bolus doses :ﬁuﬁl& aot be the method of administration. (See
WARNINGS.)

intensive Care Unit s-dntion-

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. DIPRIVAN INJECTABLE EMULSION IS A

SINGLEUSE PARENTERAL PRODUCT WHICH CONTAINS 0.005% DISODIUM EDETATE TO RETARD THE RATE OF GROWTH OF
MICROORGANISMS I THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPRIVAN INJECTABLE

EMULSION CAN STULL SUPPORT THE GROWTH OF MICROORGANIEMS AS 1T IS NOT AN ANTIMICROBIALLY PRESERVED
PRODUCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECHNIQUE MUST STILL BE ADHERED TO. DO NOT us£
W CONTAMINATION 1S SUSPECTED. {See DOSAGE AND ADMINISTRATION, Handling Procedures) '}] DIPFIVAN injectable Emuisiol
should be indMdualized according 1o the patient's condition and responsa, blood lipid profile, and vital signs. (See PRECAUTIONS - JDU
sedation). For intubated, mechanically ventilated aduit patlents, intensive Care Unit ICU) sedation should be initiated siowly with &
continuous infusion in order 1o titrate to desired clinical sffect and minimize hypotension. When indicated, inftiation of sedation should begin
at 5 pg/kgimin (0.3 mg/kah). The infusion rete should be increased by increments of 5 to 10 yg/kg/min {9 31008 mglkgh}mﬁwdaareﬂ
level of sedation Is achieved. A minimum period of § minutes between adjusiments should be aliowed for onset of peak drug effect. Most
adult patianis require mairtenance rates of 5 1o 50 ;m/kafsin {0.3 fo 3. mg/kg/h) or higher. Dosages of DIPRIVAN injaﬁabia Emuision
should be reduced in patients who have received large dosages of narcotics. Conversely, the DIPRIVAN injectable &muiskm ciosage

rsguirmant may be reduced by adequate fanagement of pain with mmgmc agents. As with other sedalive madicafions, 1here is
interpatiant veriabilty in dosage requirements, and these requiremants ma e with time. (See DOBAGE GUI| EvALuAT!GN OF
LEVEL OF SEDA AND ASSESSMENT OF CNS FUNCTION 8HOU RAIED OUT DAILY THROUGHOUT MAINTENANCE TO

DETERMINE THE MINIMUM DOSE OF DIPRIVAN INJECTABLE EMUI LS!ON EQUIRED FOR SEDATION {See CLINICAL TRIALS, ICU
Sedation), Bolus gdministration of 10 or 20 mg should only be used 1o rapidiy increase depth of sedation in palients where hypotension is
not likely to occur. Patients with compromised myocardial function, Intravascular volume dapletion, or abnormally low vassular tone {eg,
sepsis) may be more susceptibie to hypotension. (See PRECAUTIONS)

EDTA is 2 strong chelator of trace metals ~ including zinc, Calcium disodium edetate has been used in gram guantities {o treat heavy
metal toxjcity. When used In this manner, it is possible that s much as 10 mg of slemental zinc can be lost per day via this mechanism,
Although with DIPRIVAN injectable Emulsion thers are no reponts of decreased Zinc levels or zinc defictency-related adverse svents,
Gipﬁsvgg in;sclahie g:m!sion shouid not be infused for longer than § days without providing a drug holiday to safely repiace estimated or
measured unne zinc losses

At high doses (2-3 grams per day}, EDTA has been reporied, on rare occasions, 1o be toxic to the renal tubules. Studies to-date, in
patients with normal or impalsed ranal function have not shawn any gitaration in renal function with DIPRIVAN &n}sciab?e Emu!snan
containing 0.008% disodium edetate. In patients at riek for renal impairment, urinalysis and urine sediment d
initiation of sedation and then be monitored on altemale days during sedation.
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SUMMARY OF DOSAGE GUIDELINES - Dosages and rates of administration In the following table should be individualized and titrated
to clinical response. Safety and dosage requiremsnts In pediatric patients have only been sstablished for induction and maintenance of
anesthesia. For compiete dosage information, see CLINICAL PHARMACOLOGY - Individugiization of Dosage.

INDICATION DOSAGE AND ADMINISTRATION

induction of Gereral Anesthesia
Heaithy Adults Less Than 55 Years of Age: 40 mg every 10 seconds until induction onset (2 to 2.5 mg/kg).
Ekierly, Debilitated, or ASA HUIV Patients: 20 mg every 10 ssconds until induction onset (1 to 1.5 mg/kg).
Cardiac Anesthesia: 20 mg every 10 seconds unsi induction onset (0.5 to 1.5 mp/kp).
" Neurosurgical Patisnts: 20 mg every 10 seconds unlil induction onset {1 to 2 mg/kg)
Pediatric - healthy, 3 years of age or older. 2.5 1o 3.5 mgkg administered over 20-30 seconds.

Maintenance of General Anesthesia: infusion
Heajthy Adults Less Than 5S Years of Age: 100 to 200 pg/kg/min (6 to 12 mgkg/h).
Elderly, Debilitated, ASA {WIV Patients: 50 to 100 po/kg/min {3 to 6 mglkgh
Cardiac Anesthesia: Most patients require:
Psimary DIPRIVAN injectable Emulsion with Secondary Opilold 100 ~150 pghkg/min
Low Dose DIPRIVAN Injectable Emulsion with Primary Opiotd 50 - 100 yg/kg/min (See CLINICAL
PHARMACOLOGY, Table 4)
Neurosurgical Patients: 100 1o 200 ug/kg/min (6 to 12 mg/kgh).
Fedialric - healihy, 3year:ofmoroidar izstaaOO;:WmnWﬁ to 18 mgAgh}

Maintenance al (hmrai Anesthesis: intermittent Bolus
Healthy Aduits Less Than §5 Years of Age: Increments of 20 to 50 mg as needed.

initiation of MAC Sedation
Haatthy Adults Less Than 55 Years of Age: Slow infusion or slow injection techiiques are recommended 1o avoid
apnea or hypotension. Most palients require an infuslan of 10010 150 ligkg/min (6 to smgfkgkg for 310 5 minutes
or & sipw injection of 0.5 mgikg over 310 § minutes followed immediiately by & maintenance inf
Eldarty, Dabilitated, Neurasurgical, or ASA IV Patients: Most patients require dosages ssmlial to healthy aduits.
Fapid boluses are to be avolded (See WARNINGS)

Maintenance of MAC Sedation
Healthy Aduits Lass Than 55 Years of Age: A variable rate infusion tachnique Is preferabie over an Intermittent
bolys tachhique, Most patients require an infusion of 25 to 75 pg/kg/min (1.5 to 4.5 mg/kg/h) or Incremental tolus
Gasas of 40 mg or 20 mg.
n Eiderly, Debilitated, Neurosurgicsl, or ASA IV Patients: Most patients require 80% of the usual adult dose,
A rapid {singla or mnﬂd} bolus doss should not bs used. (See WARNINGS)

Initistion and Maintenance of ICU Sedation in Intubated, Mechanically Ventisted
Adult Patients - Bocauss of the lingering effects of previous anssthetic or sedative agents, in most patients the

initial infusion should be 5 in {0.3 mg/kgh) for at laast 5'minutes. s:.tbeequsm increments of 510 10

pg/g/min (a.smoemgk ) over B-1o 10 minutes tay be usad untii desired leve! of sedation is achieved.

Maintenance rates of 5 to 50 ;:alkafmh 033 mgﬂ:gﬂs) or highsr may be required. Evaluation of level of

sedation-and sssessment of CNS fuaction should be carried out daily throughout mainiensnce to determine
the minbmum dose of DIPRIVAN hmble Emuision reguinsd for ssdation.

The tubing and any unused portions of DIPRIVAN !njmbﬁ Emuision should be discarded afier 12 hours

because DIPRIVAN Injectabie Emulsion contains no preservatives and is capable of supporting growth of

microarganisms. (Ses WARNINGS, and DOSAGE AND Anuuemmm ]

Compatibliity and Stablilty: DIPRIVAN injectable Emm should not be mixed with other therapeutic agents prior to administration.

Ditution Prior to Administration: When DIPRIVAN tnjectable Emuision is diluted prior to administration, it should only be diluted with
5% Dextrose injaction; USP,.and it should ot be diluted fo a concentrmtion less than 2 mg/ml because it is an smulsion, In diluted form, it
has boen shown 1o be more stable when in contact with glass than with plastic {95% potancy after 2 hours of running infusion in plastic),

Administration with Other Flulds: Compatibillty of DIPRIVAN Injectable Emutsion with the coadministration of blood/serum/plasma has
not been establishad, (See WARNINGS.) DIPRIVAN injectable Emuision hag besn shown 10 he compatibie when admintsterad with the
tollowing intravenous fiuids:

- 5% Dextrose Injection, LUISP

- 5% Dextrose and 0.45% Sodium Chioride !mocﬁon. usp

~ Lactated Ringers injection, USP
- 5% Dextrose and 0.2% Sodium Chioride injection, USP
- Lactated Ringers and 5% Dextrose infection

Assembly Instructions for Prefilled Syringe
1. Femove the Luer cannector from packaging.

2. Remove glass syringe barrel from tray and check for cracks or leaks, Shake. Remove the biue plastic cover.
Disinfect the rubber stopper using alcohol swab provided in package. Aliow to dry.

3. Pull off needie cover from Luer connector. The bevel of the needie spike is slightly bent (e-lip} to prevent
potential coring.

4. Stand the syringe barre! vertically on a hard surface and push Luer sonnaector on {0 syringe bamai so needie
fig2 ponetrates rubber seal and connector alides over the blue seal until firmly seated. (Fig. 1)

5. Add plunger rod by screwing clockwise. CAUTION: the rod must be fully scrawed on, otherwiss % may detach
which could result in siphoning of the syringe contents. {Fig. 2)

6. Unscrew Luer cover and remove excess nitrogen gas from the syringe (a small nitrogen gas bubbie may
remain). Assemble administration line and connect syringe.
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Handling Procedures

General: Parenteral drug products should be inspected visually for particuiate matter and discoloration prior 1o administration whenever
sotution and container pemmit.

Clinical sxperience with the use of in-line fiters and DIPRIVAN Injectable Emuision during anesthesia or ICU/MAC sedation is limited.
DIPRIVAN injectable Emalsion should only be administered thvough a fiter with & pore size of 5 microns or greater uniess i has besn
demansiratéd that the filter does not restrict ths flow of DIPRIVAN Injectable Emulsion and/or cause the breakdown of the emulsion. Filters
should be ysed with caution and whers clinically appropriate, Continuous monitoring is necessary due to the polantial for restricted fiow
and/or breakdown of the amuision.

Do not use ! there is evidence of separation of the phases of the emulision.

Rare casss of seif admiristration of DIPRIVAN injectabls Emulsion, by health cars professionals have besn reported, including some
fatafities (See DRUG ABUSE AND DEPENDENCE). '

STRICT ASEPTIC TECHNIQUE MUST ALWAYS BE MAINTAINED DURING HANDLING. DIPRIVAN INJECTABLE EMULSION IS A
SINGLE-USE PARENTERAL PRODUCT WHICH CONTAINS 0.006% DISODIUM EDETATE TO RETARD THE RATE OF GROWTH OF
MICROORGANISMS IN THE EVENT OF ACCIDENTAL EXTRINSIC CONTAMINATION. HOWEVER, DIPRIVAN INJECTABLE
EMULSION CAN STILL SUPPORT THE GROWTH OF MICROORGANISMS AS 1T IS NOT AN ANTIMICROBIALLY PRESERVED
PRODUCT UNDER USP STANDARDS. ACCORDINGLY, STRICT ASEPTIC TECHNIQUE MUST STILL BE ADHERED T0. DO NOT USE
IF CONTAMINATION 1S SUSPECTED. DISCARD UNUSED PORTIONS AS DIRECTED WITHIN THE REQUIRED TIME LIMITS (SEE
DOSAGE AND ADMINISTRATION, HANDLING PROCEDURES). THERE HAVE BEEN REPORTS IN WHICH FAILURE TO USE
ASEPTIC TECHNIQUE WHEN HANDLING DIPRIVAN INJECTABLE EMULSION WAS ASSOCIATED WITH MICROBIAL.
ncouamummmn OF THE PRODUCT AND WITH FEVER, INFECTION/SEPSIS, OTHER LIFE-THREATENING ILLNESS, AND/OR

Guideline for Aseptic Yechnique for Genaral Anesthesias/MAC Sedation: DIPRIVAN Injectable Emuision shoukt be preparad for use
just prior to Inftiation of each individual anesthatic/sedative procedure. The ampule neck surtace or viaUpretiiled sydnge rubber stapper
shauk! be disinfected using 70% isaprapyl alcohol. DIPRIVAN injectable Emulsion should be drawn into stadis syringes immaediately after
ampuies or vials are opensd. When withdrawing DIPBIVAN Injectable Emuleior from vials, a sterife vent spike should be used. The
synnge{s) should be labeied with appropriate information including the dite and time the ampule or vial was opened, Administation should
commence promptly and be completed within 6 hours after the ampules, vials, and/or prefilied sytinges have been opened.

DIPRIVAN injectable Emuision should ba prepared for single patient use only. Any unused portions of DIPRIVAN injectable Emuision,
reservoirs, dedicated administration tubing, and/or soiutions containing BIPRIVAN Injectable Emulsion must be discarded af the end of the
; . anesthelic procedure or at & hours, whichever cocurs sooner. The IV line should be flushed every & hours and at the end of the anesthetic
: i s — procedure to remove residual DIPRIVAN Injeciebie Emulsion,

Guldelines for Aseptic Technique for ICU Sedation: When DIPRIVAN tnjectable Emulsion Is administerad directly from the vigl, strict
aseplic tachniquas must be followed. The vial fubber stopper should be disinfacted using 70% isopropyt aicohol. A sterlie vent spike and
stanfe tubing must be used for administration of DIPRIVAN Injectable Emuision. As with other lipid emuisions, the number of IV fine
manipulations should be minimized. Administration shouki commence promptly and must be completed within 12 hours afist the vial has
been spiked. The tubing and any unused portions of DIPRIVAN Injsciable Emulsion must be discarded after 12 hours.

¥ DIPRIVAN Injectable Emulsion is fransferred to a syringe or other contaliner prior o. administration, the handling procedures for generai
enesthesla/MAC sedation should be followed, and the product should be discarded and adminisiration lines changed after 8 hours,

HOW SUPPLIED

DIPRIVAN Injectable Emulsion is available In ready to use 20 ml ampules, 50 ml. infusion vials, 100 mL Infusion vials, and 50 mL
prefilled syringes containing 10 mgimL of propofol,
20 mi empules (NDC 03100300-20}
S0 mi infusion vials (NDC 0310-0300-60)
100 ml infusion vials (NDC 0310-0300-11)
50 ml. prefliled syringes (NDC 0310-300-54)

Propofol undergoes oxidative degradation in the p of oxygen, and Is thersfore packaged undar nitrogen to eliminate this
degradation path. .

Stwre between 4°-22°C (40°-72°F). Do not frecze. Shake well before use.

Manufactured for
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